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1 ||[field around a p-value of 0.05 is important. When
2 [|we start straying by 0.06, 0.07, something like
3 fthis, it may not be so important. But if most of
4 Jthe p?Valués are reaching O.irof greater then we
5 |have to reconsider the level of evidence.

6 Turning to the independent substantiation

7 | from the 1996 trials, is allowed by FDAMA. In

8 loncology in particular there has been a guidance

9 ||written about uses other phases of the disease. In
10 jthis case it would be recurrent and newly diagnosed
11 'ané related populations. Again, judgment is

12 jJrequired in allowing this data to be brought
13 forward.

14 This slide summarizes some of the

15 |strengths and weaknesses from our perspective.

16 It’s not meant to be all-conclusive, but it’s a

17 |starting point. Among the strengths are that T-
18 ||301, the primary trial, was multicenter. The

19 Jcontrol arm was a placebo wafer, which was an

20 jlattempt to control bias in terms of subsequent

21 interventions. The pathology review was pre-

22 |Ispecified and included a three-tiered process for

23 | disagreement resolution.

24 We agreed with the primary endpoint of

25 survival. We also note that the point estimates of
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1 fthe median survival trend in this trial and the
2 fJother trials is on the order of a two-month
3 [|benefit. And we did approve Gliadel in 1996, so
é éomerdegree of effectiveness has been conceded.
5 In terms of weaknesses, clearly the main
6 ||issue is whether the primary endpoint of survival
7 JJis statistically persuasive. Whether we ought to
8 |be influenced by whether the primary analysis
9 Jshould be unstratified, stratified by a log-rank,
10 |whether there were multiple tests to determine
11 {lthis, whether there ought to therefore be
12 adjustments for multiplicity, and whether the
13 Jincrease in the sample size at the end constituted
14 Jan interim look.
15 Furthermore, from the clinical standpoint,
16 jlthe benefit of two months is a modest benefit and
17 |fwill need to be weighed against the risk and
18 Jagainst any possible imbalances including in the
19 | favorable histology arm where there was a slight
20 fimbalance in favor of Gliadel as in the
21 EScan&inavian trial.
22 The assumption from the previous approval
23 |was the glioblastoma multiforme subgroup was more
24 |sensitive. It was also assumed that this would be

25 Ja bridging population in the T-301 trial. The GBM
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1 |population non-stratified was not statistically
persuasive at 0.2. And if we turn to the prior
approvals, to extend the diagnosis to the intend to
treat popuiation, all malignant‘glioma, those
analyses were also non-significant.
You’ve heard about the North American and
Scandinavian trial and I’1ll just spend not too much
time on it -- a little bit of time. The intent to
treat population in the North American trial
10 |lincluded, the majority were glioblastoma multiforme

11 |patients; 65 percent have that diagnosis, 35

12 jJpercent had a more favorable histology, and they

13 |were distributed evenly across the arms.

14 This is a summary of the survival results
15 from the study. As I mentioned, the protocol
16 |Jstatistical plan did not have a primary analysis.
17 It mentioned median survival as well as six month
18 Jsurvival would be analyzed, and they would be
19 Janalyzed by a log-rank as well as a Wilcoxin test.
20 The first column presents the results in
21 jthe intent to treat population, and the four p-
22 fvalues are shown. The one presented is the p-value
23 flof 0.06, but they also ranged in the overall
24 survival to 0.2, or 0.3 rounding off, and 0.1. The
25 Jglioblastoma multiforme arm we were persuaded
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1 |showed a survival advantage because of the four
2 Janalyses three showed a consistent trend. For this
3 Jlreason it was appréved in this population. We do
‘4 ﬁote that the point estimateé of the median showed
5 fja two-month benefit in favor of Gliadel.
6 Since we are being asked to consider
7 flextending the indication to all patients with
8 |malignant glioma, this slide attempts to place the
9 ||data for that larger population together, the North
10 American trial, the primary trial serving as
11 jregistration in 1996 and T-301. Approximately a
12 two-month difference, and the p-values are
13 ’presented and we will ask for your judgment on
14 ||whether these are confirmatory.
15 The other potential supportive trial, the
16 fScandinavian trial, you have also heard many times
17 Jtoday. I will show this summary slide. Median
18 Jsurvival, not six-month survival, was the primary
19 Jendpoint here. Thirty-two patients were entered
20 [ because of lack of drug supply. Of those 32
21 |patients, 27 patients had glioblastoma multiforme.

22 ||All five patients who did not, who had the more
23 favorable histology, randomized to Gliadel arm.
24 |Furthermore, the p-value was not adjusted for an
25 |early analysis, and on this basis ODAC before felt
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1 jthat the most that this trial could do was serve as
2 | supportive.
3 This is my final slide before we turn to
4 éhe éuestions and listen to ybur comments. The
5 [[review issues that presented themselves to us can
6 |be roughly summarized in three categories: the
7 Jlevel of evidence of the primary trial; the
8 ||levidence of drug effectiveness, particularly in the
9 |primary endpoint of survival. I won’t go over that
10 jagain. When we have a single trial we do like to
11 fturn to secondary endpoints, whether any of the
12 ||secondary endpoints can serve to validate the
13 | benefit.
14 If the committee feels strongly that a
15 jlog-rank analysis is valid when stratified by
16 country, we would like to hear comments on the
17 Jclinical meaning of this for the United States.
18 JSince 12 patients of the 240 were entered in this
15 Jcountry, we would like to hear the implications.
20 The other category is whether the 1996
21 jtrials were confirmatory. And lastly, if T-301 is
22 Jconsidered a positive trial in conjunction with the
23 |Jconfirmatory trials, is the risk-benefit ratio

24 Jacceptable for an extended indication?

25 With that I will turn to the questions.
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1 JWe’ll be happy to answer any questions.

2 DR. NERENSTONE: Thank you, Dr. Martin.

3 |We’ll open it up for the committee to questions for
4  FDA, againvperhaps waiting féi aiécussion until

5 ffafter the gquestions have been answered. Dr.

6 Rubenstein?

7 Questions from the Committee
8 MR. RUBENSTEIN: This question is for Dr.
9 JMartin. Was it your understanding or was the

10 |primary question that the trial was designed to

11 | answer prospectively supposed to be restricted to
12 2§the GBM subgroup, or was it supposed to be for all
13 Jmalignant gliomas?

14 Now you said that there was some argument

15 | back and forth and that the FDA finally conceded

16 jthat you really couldn’t define the GBM subgroup

17 ||preoperatively. It had to be defined

18 | postoperatively. But that wouldn’t prevent you
19 jfrom arguing that the primary question was still
20 Jthe GBM question. Was that your understanding,

21 jJthat that was the primary question, and not for
22 |malignant glioma overall?

23 | DR. MARTIN: There is some ambiguit§ here
24 |so I don’'t want to oversimplify. Yes, it was the

25 jJunderstanding that GBM was the population of
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interest. However, we accepted the intent to treat
population as the primary population.

| MR. RUBENSTEIN: So in other words, it was
’égteéd thaﬁ .- there was no mﬁltiple comparisons
problem here. It was agreed at the outset that the
primary question was malignant glioma, not GBM?

H DR. MARTIN: Yes.

DR. NERENSTONE: Other gquestions?

MR. RUBENSTEIN: Yes, I had some further
questions for Dr. Li. You argued that the p-values
should be adjusted upward because of the fact that
| there was an interim increase in sample size from

200 to 240.

DR. LI: Yes.

MR. RUBENSTEIN: But was that interim
“increase in sample size associated with an actual
interim look at the data, or was it dictated
without looking at the data?

!{ DR. LI: We don’t know exactly what
happened when the sponsor decided to increase the
sample size. The sponsor submitted an amendment to
the protocol and they mentioned that because the
!safety monitoring committee suggested them to do
so. But I believe someone did look at the data

i
before they make the decision.
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1 MR. RUBENSTEIN: But do you know that

2 | somebody looked at the data? Was it written

3 somewhere that somébody looked at the data?

4 DR. LI: No.

5 MR. RUBENSTEIN: Let me ask another

6 [question then. Let’s assume for a moment

7 | hypothetically that nobody did look at the data.

8 | That the sample size was increased without looking
9 fat the data. Would you feel that that necessitated
10 Jincreasing the p-value upward?
11 DR. LI: 1If there is no interim look at
12 fall and you judge that the sample size is
13 Jinsufficient to do something -- some other reasons
14 |rather than look at either blind or unblind data,
15 fthen you don’'t have to do any upward adjustment.

16 jOtherwise, no matter you -- and look at the unblind
17 | data or the blind data, you still need some

18 }adjustment because you already have some idea about
19 Jthe data itself.

20 MR. RUBENSTEIN: So if in fact there was
21 |no interim look then it wouldn’t really be

22 |necessary to upwardly --

23 DR. LI: Yes. That’s why I say may result

24 in an upward adjustment.

25 MR. RUBENSTEIN: Second guestion. You

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




dlm 309

1 jargued that doing the analysis stratified by
2 |Jcountry, because that wasn’t the pre-specified
3 ffanalysis explicitly in the protocol, because they
| 4k ha&nft'said in the protocol, We will stratify the
5 fanalysis by country, you argued that that actually
6 [would force you to upwardly adjust the p-value
7 jalso, because it introduces, I suppose, a multiple
8 ||comparisons problem.
9 But let me ask, if you take Dr.
10 |[Piantadosi’s statement at face value, that in fact
11 jthis was the only analysis that he did, number one,
12 fwould you still believe -- if this was the only
13 flanalysis that he did would you still believe that
14 jthere was a multiple comparisons problem? And

15 | secondly, would you take any issue with him that as

16 fthe only analysis this was an appropriate analysis
17 ffto do?

18 DR. LI: If -- and it’s a big if -- if

19 fthere is no written document to support the non-
20 'stratified log-rank test was designed as the

21 Jprimary analysis, and Dr. Piantadosi did not even
22 jthink about the other analysis at all, and that'’s
23 jhis first and only pick, then I don’t think you

24 ineed to do any other adjustment for this purpose.

25 [|But for the sample size increase probably you still
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1 |need to do the adjustment.

2 DR. TEMPLE: Can I --
3 DR. NERENSTONE: Dr. Temple?
4 - DR. TEMPLE: We usually like to rely on

5 ||documented things. It’'s 2001, or it was 2002.

6 It’'s not unknown to people that you’re supposed to
7 |specify in some detail the precise analysis you're
8 |[lgoing to do, and it’s not unobvious that the one

9 |that looks best is the one that stratifies by
10 Jcountry. So being slightly suspicious we wonder,
11 jcan it be documented in a certain way that that was
12 Jthe only analysis done, that it was done before all
13 Jthe data? It’s not that we do or don’t believe

14 |people, but for goodness sakes, people know that

15 fthat’s an issue by now. How come we have to guess?
16 MR. RUBENSTEIN: I won’'t argue with that.

17 | DR. TEMPLE: But that’s the theme. Of
18 Jcourse if it was all done completely kosher we
19 |fwouldn’'t worry. But that’s why we'’'re nervous,
20 | because we’'re inclined that way.
21 MR. RUBENSTEIN: I wouldn’t argue with
22 ;that. But wouldn’t Dr. Li agree that when you
23 Lrandomize in a stratified fashion, that you
24 | generally would try to analyze as you've
25 Jistratified, except if you feel that the
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1 [randomization might introduce an over-
2 |lstratification with respect to the analysis, as
3 ||suggested by one of Dr. George'’s questions?
4 - So in other words what I’'m saying is,
5 jwouldn’t you agree that there’s something different
6 about country as opposed to performance status,
7 |age, and tumor type, because the randomization has
8 [|been stratified on country? It hasn‘t been
9 ||stratified on those other things.
10 DR. TEMPLE: No, it wasn’t. That’s not
11 jwhat Steve said. He said that because you
12 |stratified by site, you inevitably must have
13 |stratified by country. It wasn’t stratified by
14 jcountry. They didn‘t randomize -- they randomized
15 ||by site, not be country. Now it turns out it’s
16 flalso stratified by country since each site is
17 jwithin a country. But that isn’t what they did.
18 ||They didn’t do that. They could have. They could
19 jlhave assigned people in France, Germany, and all
20 jJjthat, and had a central randomization.
21 | MR. RUBENSTEIN: No, but with all due
22 grespect, it’s obvious that when you stratify by
23 |center you’'re also stratifying by country.
24 DR. TEMPLE: True. But if it’s that

25 jobvious and they intended to do it, it really would
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1 fhave been better if they had said so. I'm not

2 | saying what you should conclude, but these are not
3 funknown problems.
4 ; DR. LI: It’s not necessary to do the

5 [analysis according to what you stratify. For

6 Jexample, you can stratify by several prognostic

7 |J|factors like Karnofsky score, age, and whatever you
8 Jwant. You could have several. But when you do the
9 Janalysis you can only -- you can do stratified
10 ffanalysis or non-stratified analysis, as I said, as
11 Jlong as you specify it in the protocol. If you
12 [have 10 unstratified variables and you have about
13 30 in the strata there you still can do the non-
14 stratified analysis and get the result. We are not
15 |saying we’re not going to accept the result without
16 |some analysis. That’s not the point.
17 MR. RUBENSTEIN: I take your arguments. I
18 Jjust think this issue really boils down to, was the
19 Janalysis done by Dr. Piantadosi reasonable? And do
20 fJyou really need to talk about increasing -- let's
21 jnot browbeat this.

22 I have one final question for Dr. Shapiro.
23 I was really glad that you pointed out that they

24 Jhadn’t censored on death when they did the

25 jcomparison of time to the various deficits.
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1 |Because what that suggests is that really all of

2 [fthose differences that you’re seeing in time to

3 ||deficit in personality, speech, visual status, et
4 [cetera, KPS, that they’re really driven by time to
5 ||death differences.

6 You said that you had redone the analysis.
7 [|How many of those p-values disappeared on you when
8 Jlyou took out -- when you used death as a censorship
9 |variable as opposed to an event?

10 DR. LI: Let me answer the gquestion

11 [because I did the analysis. Only one has a p-value

12 jof 0.01, which I believe is speech.

13 DR. NERENSTONE: Just point of

14 Jclarification. So the other p-values became non-

15 Jsignificant?

16 DR. LI: Became non-significant. Only

17 jone, which is speech, 0.01.

18 " DR. TEMPLE: By which you mean greater

19 jfthan 0.05; is that what you mean?

20 DR. LI: The rest of the 10 measurements
21 jare all above 0.21. The smallest one except speech
22 jis greater than 0.21. So because death may be

23 | caused by some other reasons, and the event, those
24 Jevents may happen before death occurs and they did

I
25 JInot record it. So if you count death as an event
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you are artificially prolonging the time to the
event. So that’s why we believe death should not
be counted as an event.

DR. NERENSTONE: Mr. Ohye?

MR. OHYE: I have a question for Dr.
Martin. That refers to the amount of support the
sponsor can glean from the prior work. If the
present indication that they’re applying was
narrowed, would then the prior clinical resource be
more supportive?

DR. MARTIN: 1Is your question, would it be
more supportive if the malignant glioma intend to
treat population were positive? Could you rephrase
the guestion, please?

MR. OHYE: No, the present indication that
they have is for --

DR. MARTIN: Recurrent glioblastoma
multiforme, vyes.

MR. OHYE: Right. And the present
indication that they’re asking for is broader in
terms of their claim. Now if they narrowed that
claim would the prior work be more supportive?

DR. MARTIN: If they narrow the claim to
just glioblastoma multiforme that are newly

diagnosed the p-value moves to somewhere around
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0.2, so it would not be helpful.

DR. TEMPLE: So it might make the other
data seem more relevant but it makes the new data
ndt 1ook so godd.

MR. OHYE: Thank you.

DR. TEMPLE: But just as a general
comment. We’ve written about this extensively. I

think in the setting where we’ve already approved
one stage of the disease, one solid, reasonably
persuasive study at conventional levels of
significance would do the job. It’s not like
relying on a single study where we’d say, you've
got to have a p-value that knocks your eyes out.
Just one more, because it’s obviously a closely
related disease. So it really all turns on how
persuasive the 301 study is.

DR. NERENSTONE: Dr. Taylor?

DR. TAYLOR: I had a gquestion about the
radiotherapy. You mentioned that only 78 and 80
percent of the patients received the prescribed
does of radiotherapy. Can you tell us why and what
the dose ranges were, since radiotherapy is the
only known and accepted treatment for GBM?

DR. SHAPIRO: I mentioned that 78 percent

of patients of Gliadel and 80 percent of patients
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from placebo received standard regimen of radiation
therapy, which includes radiation therapy of total
dose of between 55 and 60 given between 14 and 28
&ayskafter‘thé surgery, and aiso fractionated
within 30 to 33 fractions over the course. The
remaining of the patients either received no
radiation therapy for patients who had anaplastic
oligodendroglioma it was not included in the
protocol to receive radiation therapy.

Part of the patients received non-standard
radiation therapy which includes radiation therapy
given outside the timeframe or the total dose was
less than the determined dose. And delay in
radiation therapy can be caused by a patient’s

condition which deteriorated at the time of the

scheduled radiation therapy, or lack of supply, or

patient was moved to a different institution for
this procedure.

DR. NERENSTONE: Dr. Albain?

DR. ALBAIN: To Dr. Li, I was just -- I'm
still a little confused by your use of the word
stratified and wondered -- at least for a
clinician, I thought when you use the word stratify
that means that up front the randomization process,
there was stratification for X, Y, or Z variable.
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1 DR. LI: Correct.
2 DR. ALBAIN: But whereas you’re using the
3 |Jword stratified log-rank and adjusting for -- I
4 Jthink YOﬁ'ré adjusting, are YOﬁvnét, for factors
5 fthat may be prognostic variables? However, the
6 randomization process was not stratified for those
7 |[|variables. Therefore, why isn’t the multivariate
8 llas shown to us reasonable evidence for a treatment
9 JJeffect? You guoted Dr. Simon that p-values for
10 |multivariate analyses were not interpretable.
11 JThat’s exactly what you said. I wrote it down as
12 jyou spoke, and I was quite confused about that
13 »because I thought that’s the right way to do it
14 fwhen you don’t have up front use of that variable
15 jas a stratification factor in the randomization
16 |process. Are you using the word stratified to mean
17 Jadjusted? Is that how you ~--
18 DR. LI: Stratification is -- stratified
19 »analysis is one kind of adjusted analysis.
20 DR. ALBAIN: But aren’t you supposed to

21 fuse the variable, if it was used up front, to

22 |stratify the patients so the arms are balanced, or
23 fldo I have the wrong statistical training here?

24 DR. TEMPLE: Sometimes you just stratify

25 Jjto be sure the groups will be similar with respect

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




dlm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

318

to men and women, or a particular diagnosis. You
may or may not then do a stratified analysis. We
accept either. We just want to know what it’s
going to be.

DR. ALBAIN: You’re doing a stratified
analysis when it was not ordained up front that the
arms would be balanced by those factors. So I

thought then, using a Cox model was the more

lappropriate approach.

DR. LI: No matter if your randomization
was stratified or not for certain covariates, if
you believe the survival pattern -- that’s not
accurate-- the survival pattern in the age above 60

and below 60 is below different, we said it’s not

'proportional hazard. Then in this case you should

use stratified Cox model to do the analysis because
you know that the survival pattern, your survival
whatever, hazard ratio is not proportional in terms
of the -- is not proportional, so you need to
stratify by this covariate.

So it’s not necessarily due to the pre-

specified stratification to do the stratified

I .
analysis.

DR. ALBAIN: But the investigators

presented a complete Cox model to us that had p-
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1 values and hazard ratios. Whereas you are showing
2 [ independent adjusted p-values, which you just said
3 is Cox adjusted. So I'm becoming more confused

4 |here about what type of analyéié - -

5 DR. NERENSTONE: Maybe Dr. George can shed

6 Jsome light for us.

7 MR. GEORGE: I think what you’re saying is
8 lright. You are right to be confused, because of
9 ||lthe way it was presented. I think the answer is,

10 f[what you’re used to seeing in randomized clinical
11 jtrials when they say randomization was stratified,
12 |that’s what they mean. But there’s another use of
13 |stratification in post-hoc ways, and basically it’s
14 jto adjust for various factors. You can do it by
15 | the stratification technique, you can do it by

16 ||lmodeling of various kinds, and you can combine the
17 ftwo. But they’'re all ways to adjust for these

18 ||factors.

19 But you’'re right I think, that usually you
20 |see it in the literature, when you see somebody

21 |says that, the language they’re talking about,

22 jlrandomization was stratified by this, then the

23 Janalysis usually refers to other things.

24 DR. ALBAIN: So is the Cox model as was

25 ||presented on whatever slide that was, an
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1 Jappropriate way to look at the variables?
2 MR. GEORGE: My opinion is yes, but it'’s
3 llnot the way you put it. You said it was the
4 Hpreférre§ Qay or the only way or something, the
5 Jbest way or something.
6 DR. ALBAIN: ©No, he quoted Simon as saying
7 |it was uninterpretable.
8 MR. GEORGE: ©No, I'm sure what Rick said
9 jwas, you have trouble trusting these p-values when
10 fyou’re using step-wise procedures for selecting the
11 |variables. 1I'm sure that’s what he said. ©Not that
12 -
13 DR. TEMPLE: He only referred to the step-
14 Jwise procedure.
15 DR. LI: As far as step-wise selection.
16 MR. GEORGE: It was the procedure for
17 |selecting the variables. It wasn’t the technique
18 jitself.
19 DR. TEMPLE: Let’s be clear on this.

20 |We’'re not saying that one or another analysis is

21 Inever okay, or is better than the other, is worse

22 than the other. The only issue we’re talking about
23 |Jis whether people did a lot of analyses and might
24 have picked the best one, because that poses 1its
25 |lown problems. I'm sure Dr. George will agree with
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| that. You can’t just do 20 analyses and pick the

one that comes out best. You’re supposed to

|

specified. And one question is how specified these
analysés actually were.

DR. NERENSTONE: Dr. Moye?

DR. MOYE: This deals with the first
question that Dr. Rubenstein asked and Dr. Li
responded to in terms of whether there should be a
type one error inflation because of the interim
increase in sample size. I appreciate, Dr. Li,
your requirement for having documentation that in
fact there was no review of efficacy data. But if
I understood you correctly, we really need to have
some documentation to be assured that there wasn’'t
a look at efficacy data, which of course is going
to have type one error complications.

In my packet there appears to be such
documentation. As I read this data, apparently the
interim review was an examination of event rates in
one group, but not an examination of event rates in
both groups, and that Dr. Chien, the statistician
felt that that was an adequate response to his
question about type one error inflation. Just as a
clarification.

DR. NERENSTONE: Would you come to the
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1 ||microphone and identify yourself?

2 MR. TRAN: I’'m Gon Tran, statistical team
3 |leader, FDA. Actually I think the sponsor

4 ‘submitted that péckage to us;’ I reviewed that

5 |package and I sent back two comments. The second

6 Jcomment was regarding the sample size, the increase
7 |of sample size. So my comments, actually I asked

8 ||the sponsor, we asked the sponsor to provide all

9 |those meeting minutes and details of the data
10 |safety monitoring, actually what you have done.
11 ||Then the last sentence in my comment I said,
12 |otherwise the type one error should be adjusted.
13 We needed to know the details, what you
14 jhave done. If you looked at the data, you looked
15 Jlat any type of comparison, details of the data, you
16 [have to adjust for type one error. That’s the

17 Jcomments we sent to the sponsor.

18 DR. MOYE: If I could respond. There’s a

19 ||very brief memo here dated April 15th in which they
20 |lsay the sponsor’s response to statistical comments

21 |in a previous stat review is acceptable. The

22 jJreviewer does not have any further comments on the

23 |famendment of the protocol. So I just took that to

24 |mean that the issue had been resolved. Am I wrong?

25 MR. TRAN: You are right. Then they sent
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1 Ja couple of pages to us, and from those pages, as
2 Jyou said, I believe -- I don’t remember the

3 [details, but I believe I loocked at those details
4 fand we aécépted whatever respbnSe to us.

5 DR. MOYE: So I guess to finish this off,
6 ||apparently then there is no issue about a further
7 Jtype one upward adjustment of the type one error
8 :for the sample size issue. That essentially has

9 || been resolved and no such upward adjustment is

10 Jnecessary. Is that a correct conclusion?

11 MR. TRAN: I agree.

12 DR. NERENSTONE: Other questions for FDA?
13 Okay, then what I‘d like to do is open it
14 jup for discussion for the panel members. Dr.

15 |Taylor, would you like to lead us off?

16 ODAC Discussants

17 DR. TAYLOR: Yes. I think I'm totally

18 jiconfused on some of the statistics. I had some

19 |concerns that were clinical. One is I am a little

20 jconcerned about making a decision about country

21 |versus center when we really don’t know the

22 ||differences in how those are treated, and we don't
23 | know -- I don’t feel comfortable in saying that

24 those centers treat brain tumors the same way that

25 ’the centers in the United States treat brain
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1 jtumors.

2 Ag it was already alluded to, they have an
3 |lage cutoff that’s different. We’ve already talked
4 about with Dr. Fine that they'héd a difference in

5 [fradiotherapy dose, and I'm not sure that we can

6 ||extrapolate this data to a population that may be

7 |lolder, may get much higher doses of radiotherapy,

8 llthat we may see a difference in the toxicity.

9 In terms of the confirmatory data for
10 fJother endpoints such as quality of life I was
11 | somewhat discouraged by the lack of objectivity in
12 |determining those features. And certainly with the
13 Janalysis without deaths, we don’t have them
14 Jconfirming the results anyway.
15 DR. NERENSTONE: Dr. Buckner, do you have
16 some comments?

17 DR. BUCKNER: Partly to come back to

18 ||issues that have been raised before, but to

19 |Jemphasize my questions. One is about the

20 |lgeneralizability of the data, similar to Dr.

21 JjTaylor’s comments, in that only patients that were
22 fJless than 65 with unifocal lesions not crossing the
23 fJmidline or going to the ventricle that are at least
24 partially resectable in order to implant the wafers

q
25 fJare included in the study population. So I think
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1 jthose eligibility criteria -- not unusual for
2 clinical trials, but I think they do limit the
3 llgeneralizability of the data for the overall
4 hpopulation of all patients with'malignant gliomas.
5 Second of all I have some concerns about
6 ||the lack of disclosure of pathology review data.
7 ||Specifically, central pathology review data were
8 |Jnot disclosed at this meeting. However, having
9 Jbeen here in Washington for much longer than I had
10 jJanticipated on September 11th, I had time to look
11 jat the previous briefing document prepared by the
12 sponsor, and those data were included in that
13 jdocument. They are not included in the one that
14 ||was prepared here.
15 We have acknowledged already that
16 fhistology is a powerful prognostic variable. By my
17 reccllection -- and I will acknowledge my
18 jJrecollection is not perfect. By my recollection

19 jhowever, from those data in the central pathology
20 jreview compared with the final pathology review,
21 jthere were less patients with glioblastoma

22 multiforme in either of the treatment arms, there

23 |were more patients with oligodendroglial containing
24 tumors in both arms, and there was greater
25 imbalance in the number of different patients
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1 ||between the Gliadel arm and the placebo arm, and
2 Jthe histology factors favored the Gliadel arm.
3 I think those are relevant data for this
4 |[group to review, and I think it’s unfortunate that
5 lwe do not have them to review. Personally, I
6 [|[believe the relevant comparator is not the local
7 |pathologist who may or may not be an expert
8 Jneuropathologist or even a neuropathologist at all.
9 | The relevant comparator is between the experts.
10 [fThat is, the person that does the central pathology
11 jreview compared to the final pathology review.
12 Now is that relevant -- how might this be
13 Jrelevant in this trial? The differences in the
14 jintent to treat population by anyone’s estimate in
15 |the randomized trial. Since histology is a strong
16 fpredictor of survival, I believe it is reasonable
17 jto ask that the data by analyzed by both the
18 |lcentral and final pathology review. If by the
19 central pathology review the data are strengthened,
20 Jthen that would substantially increase the
21 |Jrationale for approving the new indication. On the
22 |lother hand, if they go in the opposite direction,
23 Jthen I think that could provide some clarity to the

24 situation.

25 | Furthermore, I think it emphasizes the
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1 ||importance of the multivariate analyses. If one of
2 jthe variables in the multivariate analysis may be
3 in question, then it really begs the question of,

4 'regardleSS'of what statistical techniques are used,
5 JJor whether we set p.03 or p.07 as the cutoff, those
6 Jlanalyses are only designed to look at random
7 jdifferences in populations, not non-random or
8 [intentional or non-intentional but differences in
9 lthe two study populations that are non-randon.

10 I am bothered that depending on the

11 jtechnique that one uses in a multivariate analysis

12 fjone gets different answers. Personally, I do not

13 fthink that -- I think with the differences in

14 |prognostic variables, the only reliable analysis

15 jthat I would hang my hat on scientifically, or even

16 jJlas a clinician, is the multivariate analysis.

17 | That’s all I have to say.

18 DR. NERENSTONE: Dr. George?

19 MR. GECORGE: I just wanted to summarize

20 jwhat I'm making of all this. I'm a little

21 | disturbed by the pathology too, only because of Dr.

22 Buckner’'s comments. But in overview, my take on

23 this is that this is a well-designed, well-

24 bexecuted, well-analyzed study with two defects; one

25 |minor and one major. The minor one -- both of
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which led to some of our conundrums here.

The minor one is the ambiguity in the
statistical analysis plan, and the way it was
conveyed, and the way this evolved. I say that’s

Iminor compared to the major one which is that the
study was too small. Could have been anticipated
to be too small from the beginning, I think. But
too late to do anything about that one. Too late

|to do anything about either one of them actually.

i’ My judgment is that it should have been
about somewhere between 50 percent to 200 percent
larger to definitively get at some of these things.
It wasn’t designed this way, but if you just looked
at it, the hazard ratio of about 1.6 would have
produced about this size of sample size. In the
previous study the hazard ratio was about 1.3 and
it was in this study too. That’s the converse of
the 0.7-something we were looking at. So it could
have been designed to take that into account I
think. But anyway, that’'s water under the bridge.

The results themselves I think are -- what
is impressive to me is how consistent they are with
previous results, particularly in the recurrent
disease area. But because of these other things,

the evidence or the strength of evidence is kind of
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1 jborderline; not strong. That puts me solidly on
2 [fthe fence. But I think -- that will help you a
3 fflot. The consistency issue is an important one for
4 |me and that part is pretty impressive.
5 DR. NERENSTONE: Dr. Kelsen?
6 DR. KELSEN: When we’re dealing with a
7 Jstudy in which benefit might be modest, and I think
8 jjthat’s the essence of Dr. George’s point which I
9 |Jlagree upon, I guess risk becomes much more
10 |substantial to me anyway. So I have a question for
11 jthe experts on the panel.
12 There’s a lot of concern about the fact
13 Jthat older patients were not included into this
14 jtrial. I don’t know how much experience there is
15 |in the currently approved indication, that is for
16 |recurrent disease in which patients receive Gliadel

17 {wafers. Is the risk in older patients who have

18 falready -- do we have data in the risk in treating
19 fJolder patients with Gliadel wafers for the already
20 japproved indication to say it’s safe to do in that
21 | population? Or is the risk not known, or is the
22 jJrisk very high in that population and we should be
23 [ very concerned?

24 DR. NERENSTONE: Dr. Buckner?

25 DR. BUCKNER: I don’t have an answer to
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that question.

DR. KELSEN: Does the sponsor have an
answer? Is it legitimate to ask the sponsor if
they have a -- okay, does the sponsor have an
answer to that question? You said there were 6,000
patients who have gotten -- I think you said there
were 6,000 patients who have received this
treatment. Do you have any post-marketing data on
the risks of doing this in older patients in the
United States?

DR. BREM: From our experience at Hopkins
and multiple centers, Mass General, so on that are
using this routinely, it’s actually used quite
routinely in older patients because in those
patients systemic chemotherapy is deemed quite
risky, and since they’re undergoing craniotomies
for tumor debulking it’s considered the most

reasonable way to deliver the adjuvant therapies.

So in fact there’s guite extensive experience and

we’'ve seen no increased risk whatsoever in our
experience with that.

DR. BUCKNER: There ig a related issue of
age that confused me even more. In the
multivariate analysis in patients with glioblastoma
provided by the sponsor age was not a significant
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1 |prognostic variable. That’s at marked variance

2 |Jwith most of the existing literature, suggesting

3 Jthat there’s either something funny about the

4 anélysis'or that there’s some interaction between

5 ftreatment and age that’s not fully disclosed.

6 Similarly, in the multivariate analysis

7 | for the overall intent to treat population

8 lglioblastoma as a distinct histology was not

9 ||lconsidered to be a prognostic variable. That also
10 ||is at variance with the bulk of the literature.
11 }jWwhy is that? Again, either there’s something funny
12 about the analysis or the patient population that
13 ||was selected, or the definition of glioblastoma,
14 jwhich I’'ve alluded to already, or some interaction
15 jbetween histology and treatment that has not been
16 |explained.

17 So I have some questions, again sort of a

18 fjroundabout way of getting to the age issue.

19 DR. NERENSTONE: Dr. Fine?
20 DR. FINE: I think the most important

21 Jthing to understand about age in this disease is

22 jithat although the cutoff is arbitrary, I think most
23 Jlof us who take care of this disease appreciate the
24 fact that patients over the age of at least 70 who
25 |develop this disease have a particularly virulent
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course with survivals that are significantly worse
than what you saw, to the point that there are many
physicians across the country who advise patients
or families not to even treat with radiotherapy for
this group.

And there is now genetic evidence -- part
of the confusion with what Dr. Buckner’s talking
about, about the histology, it’s going to go
further than that because we know that glioblastoma
probably is not a single disease. We know
genetically it’s at least two different diseases
that may have very different responsiveness to
alkalating agents. And the subgroup of patients
over the age of 70 have one particular genetic
phenotype that is certainly more refractory to
treatment.

So whatever we say about age, we have to
realize we’'re dealing with probably a different
disease, at least a higher percentage of patients
with this disease in that age group.

DR. NERENSTONE: I guess I would just like
to make a comment as a non-statistician, and I'm
very glad to hear everyone else is as confused as I

am. But I’'m very concerned that we have perhaps an

intervention that has a borderline significant
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ability to prolong survival but no supportive
documentation clinically that says that that is
meaningful and queétions about the statistics even
underlying this whole thing. I'm very concerned
|that we’'re really going to approve a placebo.
So I'm, again, as perplexed as some of the
| rest of you as to which way to go on this, so I‘d
like some more help.

Dr. Sledge?
10 DR. SLEDGE: »I don’t think it’s a question
11 j|about us approving a placebo. This is not a new
12 ||drug. This is a drug that was approved by this

13 jcommittee on the basis of a survival advantage in a

14 |more advanced group of patients than what we'’re

15 [[talking about today. So I don’t think we’re

16 |talking about a placebo.

17 What we'’ve heard today, this is -- you

18 |lknow, whenever statisticians duel, innocent

19 | bystanders die of boredom.

20 [Laughter.]

21 DR. SLEDGE: The guestion here I think is,
22 jhow consistent is this with the previous trials? I
23 must say, while I consider this trial weak based on
24 it being underpowered, it certainly appears to me
25 jjto be consistent with the other data that we’ve
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1 Jjgot.
2 DR. BUCKNER: For the newly diagnosed
3 |patients, Dr. Sledge, again there were -- a third

4 [lof the patients in the Gliadel group had better
5 Jlprognosis, or roughly a third. Five-sixteenths is
6 fnot quite a third, I recognize that. Had a better
7 |prognosis than the patients in the placebo arm.
8 | There were some questions raised at the time when
9 fthis drug was approved in the recurrent glioma

setting also about imbalances in the two arms.

11 So yes, the data are consistent, but so
12 fare the problems in the trial interpretation. Not
13 jJthe trial design, but actually in the data

////// 14 Janalysis.
15 DR. NERENSTONE: So just to clarify, Dr.
16 | Buckner, you feel that perhaps this borderline two-
17 [month improvement in survival could actually be the

18 |natural history of better histology on the Gliadel
19 jarm that’s not accounted for or not discussed by

20 Jfthe sponsor? Or that’s your concern.

21 DR. BUCKNER: Exactly. I would very much
22 -- all of us would like to find a truly effective
23 |treatment. That is not -- and I think it’s one

24 that has very low risk, but it’s not no risk and

25 it’s not no cost. A slightly risky, costly,
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ineffective therapy is not a step forward.

'DR. NERENSTONE: Dr. Carpenter?

DR. CARPENTER: 1Is there anything we’ve
| heard so far -- maybe the FDA reviewers could

comment . There’s a lot of discussion about the

| fact the study is probably underpowered and that

>depending on the method of analysis whether there's

8 Jla significant difference in outcomes is arguable.
9 | Yet the direction of the effect -- the way I read
10 |this, the direction of the effect is favorable in
11 |levery single analysis that was done in favor of the
12 fjwafer. Is that accurate?
13 DR. BUCKNER: The difference is the same;
14 [[the difference. But the question is, 1is it
15 Jattributable to the wafer or not? 1Is it
16 [fattributable to the drug or not? That’s the real
17 Jgquestion.
18 DR. CARPENTER: And a multivariate
19 janalysis at least approaches that, although it may
20 |lnot answer it to your satisfaction.
21 DR. BUCKNER: We're getting into p-values
22 llabove 0.1.
23 DR. NERENSTONE: Dr. Temple?
24 DR. TEMPLE: Lots of studies lean, but
25 |Jit’s conventional to apply a certain test for
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1 |statistical significance that you hope takes care
2 ||lof minor variations that occur as a result of
3 randomization. So we wouldn’t be here if it wasn't

4 [trending favorably, if there wasn’t some colorable
5 :way to say there might be something. The question
6 llis, does it pass some ill-defined threshold?

7 Alison -- I'm sorry to do this -- we were
8 Jtalking about the possible effect of differences in
9 ||how favorable histopathology was. Obviously when

10 Jyour p-values are all hovering about 0.05, any kind

11 jof imbalance, even of a modest number of patients,

12 fcan be the explanation of why it goes one way or

13 another. There was a concern and you may want to

14 address that, Alison.

15 DR. MARTIN: 1I’ll start out and then let

16 ||Dr. Li take over.

17 DR. NERENSTONE: Speak into the

18 |microphone.

19 DR. MARTIN: 1I’'ll start. 1In our tumor

20 jhistology slide we showed that there were more

21 Jfavorable histologies in the Gliadel arm, as you

22 |said, Dr. Buckner. The category that had the

23 Jgreatest degree of imbalance was the anaplastic

24 Joligoastrocytomas, which was eight in the Gliadel

25 jlarm and three in the other. So we did an
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exploratory analysis, Dr. Li did actually, to look

lat the impact of that particular histology. Maybe

he can address that.

DR. LI: First of all I’'d like to say it’s

| an exploratory analysis and it’s not pre-specified,

and it’s after the fact. After we see there is an
imbalance between the two subgroups of the non-GBM,

there is eight versus three AOA patients. Eight

lpatients in the Gliadel group and three patients in

:the placebo group. So after we remove -- taking

those 11 patients out from the analysis dataset we
get the p-value for the treatment effect. That'’s
the 0.18, which is a non-stratified analysis, non-
stratified by country. If we use the exact same
dataset we got a p-value of 0.09, which is
stratified by country analysis. The log-rank is
stratified by country, exactly what the sponsor
did.

So it looks like -- it’'s purely an
exploratory analysis, and it’'s kind of post-hoc.

Looks like the result is driven by these better,

| favorable subgroups of the non-GBM patients. This

kind of imbalance is --
DR. TEMPLE: Which could explain the
surprising analysis that the ITT analysis is more
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analysis, which was the more favorable outcome,
remember, on the previous study. But again, you
can do'anything with data. We don’t let other
people do this, but we occasionally do it
ourselves.

DR. NERENSTONE: Dr. Kelsen?

DR. KELSEN: Just a question the FDA might

W

help me with and just to clarify what I asked

before. Do you have any serious concerns that the

ot
<

H
ook

toxicity from the -- in the Gliadel arm is

greater than in the placebo arm?

po

oy
P

}...l

That is, in your analysis of risk of side effects,

14 [|do you believe that the patients were put at risk

dlm l 338
1 ’favorable than the glioblastoma multiforme

15 Iwho receive Gliadel compared to patients who

16 Jrandomized the placebo wafer? Understanding that

17 Jyou had some concerns about the wafer remaining in

18 jplace.

19 DR. SHAPIRO: When we assessed the deaths,

20 jlpost-operative deaths we found that there were

21 ||three patients on the Gliadel arm who died in the
22 || first 30 days from cerebral hemorrhages on Gliadel
23 jJarm, and there were no deaths for this particular
24 reason in the placebo arm. The rest of the
25 complication, of the local complications appear to
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be balanced in both arms with the exception of what
the sponsor and we agreed on, increased
intracranial hypertension and CSF leaks.

DR. NERENSTONE: Mr. Lustig?

MR. LUSTIG: Understanding that it’s late,
but a couple of comments. No one is more confused
than I am around this table, but I'm doing my best
here. For me this decision, I don’'t know that

there’s certainly anyone around this table for whom

'this decision is more difficult. I really struggle

with this.

I'd 1like to tell you that I think that the
role of the patient representative, despite
comments from Dr. Friedman, is not to be either
visceral or emotional but to try to perhaps look at
things in the big picture, take into account my own
experience and those other people that I know that
have lived and suffered through brain tumors, and
in particular GBMs.

I don’t doubt the commitment or sincerity
of the investigators and of the sponsor. I
understand the struggles of this disease from a
research standpoint, the small numbers, the
intensity of the disease, the complications. I

guess a couple of comments related to this whole
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ldiscussion and trying to -- and this idea that
we’'re maybe a little bit of borderline.

From my experience, I learned that
medicine is far more an artkthéh a science, and
especially when it comes to brain tumors. So I
:think we do need to allow for something in that
discussion. With all respect, I don’t think we can

necessarily apply the same kinds of rigor, if you
will, to our discussions of a study like this that
we would to other cancers or other diseases. So I
do think there’s got to be some flexibility.

That all being said, I'm still very -- I
ﬂguess perhaps out of turn here I would only, or
perhaps iﬁappropriately I would suggest that
there’s a lesson to be learned here, whatever the

final advice is coming from the committee, which is

that both from the sponsor’s side and from the
agency’s side these studies need to be -- because
this is not the first one I’'ve sat in on where
there’s been a real struggle and a real question.
Things have been very fuzzy. There’'s a real need
“to do a better job, I think, and take the time and
effort to build the studies in such a way, whether

it be around getting the right numbers or

specifying the right measurements, in order to try
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to get clearer outcomes.

I don’t know, but it seems to me that this

is not a single example of a problem where, as Dr.
Geérge séi&, it’s easy tokjust sit on the fence.

DR. NERENSTONE: Other comments? Dr.
Blayney?

DR. BLAYNEY: At the risk of having to
vote first because you may start at this end of the
room, I’'d like to explain what I'm going to vote.

I have changed my mind four different times in the
last two weeks on this issue.

I think, as everyone has said, this is a
marginal study. I will accept at face value the
presentation by the sponsor that while not strictly
adhering to the documentation requirements and the
keeping of minutes, I will accept their statement
that their analysis, which to me makes some sense,
that given the small numbers of patients per
country that the analysis by country makes some
sense and that’s the one they did.

The benefit is marginal. 1I’'m persuaded by

the meta-analysis format that I see that the
results seem to be consistent. And I accept Dr.
Buckner’s argument that the histologic may be in
favor in both studies. That’s what neurosurgeons
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1 [have to deal with, the pathologic uncertainty when
2 ;they implant these things.

3 So given all that and the fact that I hope
4 |[lwe're going to make better strides in the next few
5 Jyears and get better treatments, I’'m going to vote
6 fin favor of this for all those reasons.
7 DR. NERENSTONE: Maybe we should then turn
8 JJto the questions. I'm going to skip the entire
9 ffirst page and go right to the questions. Is study
10 énumber T-301 an adequate and well-controlled trial?
11 gAre we allowed to break that down into two
12 gseparate, whether it’'s well-controlled and whether
13 fit’s adequate? Let’s start first, is it well-
14 Jcontrolled? Comments?
15 DR. BUCKNER: Despite my previous
16 Ecomments, I do think it is a well-controlled trial.
17 DR. BRAWLEY: I would agree. I think it
18 jshows, in my mind, a minimal positive effect, but
19 jit’'s a well-controlled trial.
20 DR. NERENSTONE: Can we have a vote then?
21 JHow many people think that it was a well-controlled
22 Jtrial?
23 DR. TEMPLE:~ Can I just comment first
24 before you vote?
25 DR. NERENSTONE: Yes. Dr. Temple?

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
{(202) 546-6666




dlm 343
1 DR. TEMPLE: We have regulations about
2 Jwhat an adequate and well-controlled study is, and
3 |what exactly adequate means versus well-controlled
4 [lis not quite clear from those. But one of the
5 [features of an adequate and well-controlled study
6 |[is that bias is minimized on the part of the people
7 bwho run the study and they people who analyze the
8 |study and all those things. So some of these
9 ||discussions about when the endpoints you’ve chosen
10 |need to be factored into your conclusion.
11 It could be properly designed and
12 ||randomized, but if you didn’'t believé the analysis
13 |was carefully specified in something then you
14 |wouldn’'t want to tell us that you thought it was.

15 ||So there’s a lot of judgment to be made, but I just
16 jJwant to say that that should be part of it.

17 “ DR. NERENSTONE: I guess that’s why I

18 |divided it into two. I think well-controlled most
19 of us think -- are in agreement that it was;

20 |placebo-controlled was a good design that we

21 jthought could minimize bias. Further discussion?
22 Larry?

23 MR.iRUEENSTEIN: Are any of the clinicians
24 ustill concerned that we didn’t have a proper

25 Jcontrol of toxicity because both arms had the
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1 J|wafer, or is there a feeling that that'’s really not
2 ||a serious problem?
3 DR. BUCKNER: I think that the bulk of the
‘4‘ data sﬁggeéts that the tokicify'of the Gliadel is
5 [lrelatively low regardless of the comparator. That
6 JJa 6 percent risk of CFS leak is not high, and five
7 | intracranial hemorrhages is not out of the range of
8 ||what one might expect to see in a normal
9 |postoperative situation. And from the previous
10 japproval, which basically was a slightly different
11 | population but the procedure was the same, I think

12 |the safety has not been a major issue for this

13 fdrug. Welcome the opinion of others.

14 DR. FINE: I agree 100 percent.

15 DR. NERENSTONE: Dr. Rubenstein?

16 MR. RUBENSTEIN: I had one more technical
17 Jquestion. The new indication that’s asked for

18 jextends for recurrent to all of malignant glioma.
19 ||Do we have any new evidence for recurrent that

20 jJwould cause us to extend the indication from what
21 it was in the past ODAC and FDA decision?

22 DR. NERENSTONE: Dr. Martin?

23 DR. MARTIN: Do we have the additional

24 data? No.

25 DR. CARPENTER: I understand that it’'s
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1 |fjust simply because at the time was made with

2 |Jrecurrence you have the advantage of knowing

3 |lhistopathology. At the time the decision is to

4 |made here you won’t have known histopathclogy. If
5 that’s wrong, I stand to be corrected.

6 DR. NERENSTONE: To go back to the

7 Jlquestion, do we think this was a well-controlled

8 Jtrial? If it’s unanimous we don’t have to go

9 Jaround the table. All those who think it was well-

10 controlled?

11 Any nays?

12 Thirteen yes.

13 Do we think it was an adequate trial? I’'m
14 Jgoing to go around the room on this one. Any other

15 fjdiscussion? Do you want to go to the vote? We’ll
16 jlgo to the vote. Dr. Rubenstein, do you want to

17 start?

18 MR. RUBENSTEIN: Yes, I do.

19 DR. MOYE: I confess I have some

20 f|difficulty with the adequacy of this trial,

21 |primarily because of the concerns for the analysis.
22 ||I just want to be clear, this is no reflection on
23 |Dr. Piantadosi. He did a fine, expert analysis.

24 | The only difficulty is that his phone rang too

25 fllate. Rather than get him in at the inception of
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the trial, he’s come in toward the end of the
trial, and he’s done a fine analysis which was
hampered by, I'm afraid from my point of view
lethally hampered by the fact that his analysis
truly was not the prospectively stated analysis.
A prospective analysis from my point of
view is an analysis that’s laid out before the data

] A = v - o 5 1 PR
are cocllected, so that you can design the trial to

Q

kel
¥ £

collect the data that will provide the best
interpretation and the best estimates of effect
sizes and so on. That we don’'t see here.

Another nagging concern I have is that
many times when trials are corrupted by this kind
of problem the results are not reproducible. I’11
give you three different examples. One is --
unfortunately they’re not in oncology. One is

visneranome, another is losartin, and third is

lemlodapin. These trials, all three drugs were

initially studied with trials where the analysis

was perturbed, for understandable or not so
understandable reasons. Then when the trials were
repeated the results were very different.
Sometimes they were actually reversed.
So that is also part of my concern about
calling this trial adequate. So I must say I
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1 believe it’s not.

2 DR. NERENSTONE: So that’s a no?

3 DR. MOYE: Yes, that’s a no.

4 DR. NERENSTONE: Dr. Fine?

5 DR. FINE: Not being a statistician it’s

6 jlhard for me to comment on that particular aspect of
7 |it. I haven’t chimed in on the issue of

8 fhistopathology, but needless to say, all of us in

9 |this field know, and I've written extensively as we
10 jlall have, using the saying that the histopathology
11 Jis a greater predictor of patient outcome than any
12 ftherapy we currently have for this disease. So
13 Jlit’s not a trivial issue 'if even five or six
14 |patients in a total patient population of 200 are
15 ||swayed in one direction versus another. Then

16 Jyou're dealing with 0.05 and this kind of marginal

17 jtype of effect. That’'s a major, major factor.

18 So if you count that, that we don’t have
19 ffthe final analysis based on re-review, central

20 |lreview of histopathology, that’s my problem with
21 |saying that this is a -- the analysis is fine. So

22 |based on that 1I’'d have to say the analysis is not

23 fine.
24 DR. NERENSTONE: S0 another no.
25 MR. GEORGE: I guess I'm going to have
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1 ||another discussionbbefore I vote. Can I have an
2 Jjopinion from the FDA, the definition of adequate
3 |lagain? What was -- I mean, if I think -- the
4 |opposite of adequate is inadequate, I suppose.
5 DR. TEMPLE: We're just listening. The
6 ||phrase, adequate and well-controlled study is sort
7 |of a buzzword. It means all of the above. It
8 |means you randomize so that people are similar at
9 |baseline, it means you maintain low -- you
10 jeliminated bias by blinding and by specifying the
11 janalysis. But that’s okay. You can call them
12 jadequate or well-controlled. We don’t care. We'’re
13 Jjust going to listen to what your reservations or

14 non-reservations are.

15 MR. GEORGE: All right. No.

16 DR. BUCKNER: No.

17 DR. SLEDGE: My remaining neurons are

18 |lvoting 51/49, so vyes.

19 DR. NERENSTONE: No.

20 DR. TAYLOR: No.

21 DR. KELSEN: Yes.

22 DR. BRAWLEY: Yes, just barely.

23 MR. LUSTIG: Perhaps using the definition
24 JJof -- it could have been more adequate, let’s put

25 it that way. So I'm going to say no.
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DR. CARPENTER: I think I'm going to vote
gbarely adequate, so yes.

DR. BLAYNEY: Yes.

'DR. NERENSTONE: Six yes, seven no.

Two, Gliadel was considered to have a
treatment effect only in patients with recurrent

GBM and not in the overall population with

|
recurrent malignant gliomas. If this were a true
treatment effect, would this pattern be expected to
| be present in newly diagnosed patients? I’'m not
sure I understand the question. Could we have some
clarification from FDA?

DR. TEMPLE: Let me try. In the first
study, all of the action was in the glioblastoma.
In this, the ITT analysis is the more persuasive.
So what’s going on? Now you heard a possible
explanation of that, the anaplastic tumors were
badly allocated -- inadvertently, but badly
allocated, which may explain the fact that the
glioblastoma didn’t look better in this case. But
that’s what that’s about, isn’t it sort of odd that
the whole picture reverses when you study the
initial treatment as opposed to when you study
recurrent? Aren’t you surprised by that?

Obviously, you have to speculate here. We know you

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




dlm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

350

don’'t know the answer for sure.

DR. NERENSTONE: Dr. Taylor?

DR. TAYLOR: But can we even think about
the answer when we don’t know what the true
pathology was?

DR. NERENSTONE: I guess my question is,
do we even have to discuss this because we'’ve
already voted no seven to six, and you’ve heard the
enthusiasm of the vyeses?

DR. TEMPLE: That’'s fair enough.

DR. NERENSTONE: Number three, do the data
from number T-301 provide substantial evidence of a
survival benefit of Gliadel in patients with newly
diagnosed malignant glioma?

DR. TEMPLE: You don’'t have to answer
that. It wasn’t a well-controlled study. It can’'t
provide evidence that we could accept, if that’s
what -- so your vote can’t be better than your
initial vote.

DR. NERENSTONE: So we’re going to skip --

DR. TEMPLE: Wait a minute. Rick wants a
vote anyway.

DR. NERENSTONE: So is there substantial -

DR. PAZDUR: The emphasis is on
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1 | substantial because that’s what’s written in the
2 |lregulation.
3 DR. NERENSTONE: -- substantial evidence
4 J|of a survival benefit in Giiééei? Comments, or you
5 want to vote?
6 DR. TEMPLE: Substantial evidence in the
7 terms of the law means evidence from adequate and
8 {well-controlled studies. That’s the term of art
9 ||that the law reqgquires.
10 DR. NERENSTONE: Larry, do you want to
11 jstart? Dr. Rubenstein?
12 MR. LUSTIG: Wait.
13 DR. NERENSTONE: You want some discussion
14 |[first?
15 DR. NERENSTONE: That’s fine. Mr. Lustig?
16 MR. LUSTIG: If the implication of my
17 |saying no to the question about whether this was
18 Jladequate is that therefore it has to be deemed as
19 |Jnot providing substantial evidence, then perhaps I
20 fjdon’t -- then if that’s specifically how we're
21 iconnecting those two points, I want to understand
22 that, I guess.
23 DR. NERENSTONE: I think you’re right. I
24 Jthink the FDA would actually like us to separate
25 | those two points, because they can be separated.
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1 DR. TEMPLE: Which two?
2 DR. NERENSTONE: Number one and number
3 [[three. We are going to take this as separate
4 QuéSﬁidné.v
5 DR. TEMPLE: Let’s just be clear. This
6 |isn’t advocating any position. The law says that a
7 |sponsor has to provide substantial evidence of
8 |[effectiveness. It says, for purposes of this law,
9 fsubstantial evidence means evidence derived from

11 |points it says, the only basis for approval is

12 Jadequate and well-controlled studies. So whether
13 Jthis is an adequate and well-controlled study is

14 |Jobviously debatable because you just split more or
15 less 50/50. But that is the only basis on which we
16 |lcould say yes to approving a drug. But there’s

17 Jjudgment in whether something is adequate and well-
18 Jcontrolled.

19 DR. NERENSTONE: Let’s take a vote on this
20 Jone separate, for the record here. Is there

21 | substantial evidence of a survival benefit of

22 | Gliadel in patients with newly diagnosed glioma.

23 |IDr. Rubenstein?

24 MR. RUBENSTEIN: I think there’'s

25 |lsubstantial evidence but of a very modest survival
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DR. NERENSTONE: Is that a yes or a no?

MR. RUBENSTEIN: 1It’s a yes.

DR. MOYE: No.

DR. FINE: I actually need to comment on
this relative to what Craig was saying, and
relative to what, Robert, you were talking about.
So I voted no on the analysis based on the

histopathology. But we all want the same thing

this terrible disease, but we want really better
drugs.

My no to the question, is this a good
analysis, again relates to the histopathology.
These are imminently answerable questions. The

data is there, and I‘d hate that you have a

when you do the appropriate analysis it turns out
that the data holds up that Gliadel is positive.
uSo I actually, even though I voted no relative to
the analysis, I think the data, if it holds up as
it currently is, I would call that a substantial

|benefit.
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|benefit. And I don’t see evidence of a quality of

here. First and foremost we want better drugs for

definitive no vote on my part when the data can be

looked at over the next month. And it may turn out
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1 So I think that’s an important --
2 DR. TEMPLE: But that would be because you
3 Jwould then, upon seeing that data, consider it an
4 f[adequate and well-controlled study.
5 DR. FINE: Exactly. And since the data --
6 Jit’s not like I'm -- it’s not a kind of study
7 ||design problem where you’d have to go back and do a
8 | whole new study. The data is there. It’s just
9 Jthat it hasn’t been looked at or presented today in
10 ||la way that we can make that final judgment.
11 DR. TEMPLE: It sounds like you'’re saying
12 |no, until and unless somebody satisfies your
13 |Jfconcerns about the histopathology, in which case
14 uyour answer might be yes.
15 DR. FINE: I'm saying that if you take the

16 Jdata at its face value I’'d say that is a

17 | substantial survival advantage and I would vote

18 |Jyes, but there’s a question about whether that

19 jJconfounding variable is there.

20 DR. TEMPLE: It’s important to distinguish
21 |between a substantial benefit; that is, a

22 jmeaningful benefit, and whether there’s evidence

23 jlthat there’s any effect at all. The questions here
24 | being posed are, is this a study that can tell you
25 jlanything?
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1 DR. FINE: And my answer 1is yes -~
2 DR. TEMPLE: Maybe, if they do what you
3 want .

e ' DR. FINE: -- if we look at that last

5 Ilvariable.

6 DR. BRAWLEY: Can I ask Dr. Temple a quick
7 lgquestion? Does the law allow us to take into

8 Jaccount that this is perhaps the best that we’re

9 |Jlactually ever going to be able to get for this
10 |particular disease?
11 DR. TEMPLE: Not in a direct way. The law
12 |doesn’t make a distinction between diseases that
13 Jare common, easy to study, hard to study. But as
14 ||is obvious from the debate hére, whether a study is
15 ja adequate and well-controlled study is something
16 | that people can have different judgments on. We

17 JJall know what the issues are, and all of you do,

18 Jland yet half of you thought the answer was no and
19 fhalf of you thought the answer was yes. So there
20 is enough judgment so that people can, in one

21 Jinterior way or another, take those things into

22 jJaccount. But the law does not say you get

23 something for a good try.

24 DR. FINE: But lest there be any question

25 Jamongst the non-brain tumor experts on the
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1 jjcommittee that I agree 100 percent with what Dr.

2 |Friedman said, that if we got truly a two-month

3 | survival advantage with any type of therapy in this
4 |disease we’d all take it. That’s good.

5 DR. TEMPLE: We certainly have no

6 ||reservations about that. We don’t usually conclude
7 | that a documented survival advantage isn’t big

8 | enough to be meritorious unless the toxicity is --
9 DR. FINE: I don’t know if that was the

10 |nature of the question but I want to just, as a

11 fneuro-oncologist, make that clear.

12 DR. NERENSTONE: Dr. George?

13 MR. GEORGE: We're struggling with

14 jadjectives in the law again, which causes me
15 "trouble, because if you just asked me I would say
16 |there is modest evidence of a modest difference.

17 ||But if you have to say -- how do I vote on

18 |Isubstantial is what you’re really saying, right? I
19 nmean, substantial is the big, key word here. So I
20 jJhave to say no.

21 DR. BUCKNER: Editorial again. My

22 “question is, in which newly diagnosed malignant

23 jJglioma is there benefit? There’s no benefit in the

24 |Jglioblastoma subset, which is the largest by other

25 Jthe sponsor’s analysis or by the FDA's analysis.
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Since the majority of patients in this trial were

glioblastoma and since there was not supportive

evidence in glioblastoma I’1ll have to say no.

DR.
DR.
DR.
DR.
DR.
MR.
DR.
DR.

DR.

SLEDGE: Yes.
NERENSTONE: No.
TAYLOR: No.
KELSEN: Yes.
BRAWLEY: Yes.
LUSTIG: Yes.
CARPENTER: Yes.
BLAYNEY: Yes.

NERENSTONE: Eight ves, five no. If

the answer to number three is yes, do trials CL-

0190 and/or 8802 together with T-301 provide

convincing evidence of a survival benefit in

patients with newly diagnosed malignant glioma?

This is a yes or no answer. Actually, just to

drive Dr.

Blayney?

DR.

DR.

MR.

DR.

DR.

DR.

Somers crazy, why don’t we start with Dr.

BLAYNEY: Yes.
CARPENTER:; Yes.
LUSTIG: Yes.
BRAWLEY : Yes.
KELSEN: Yes.

TAYLOR: So we're assuming that it is

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




dlm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

358

yes, that the first is adequate? I guess we have
to say yes.

DR. NERENSTONE: No.

DR. SLEDGE: Yes.

DR. BUCKNER: No.

MR. GEORGE: Surprisingly, yes.

DR. FINE: Yes.

DR. MOYE: No.

MR. RUBENSTEIN: Yes.

DR. NERENSTONE: Ten ves, three no.
Number five, is the toxicity profile of Gliadel
acceptable for patients with newly diagnosed

malignant glioma? Dr. Blayney, I’'ll start with you

again.

DR; BLAYNEY: Yes.

DR. CARPENTER: Yes.

MR. LUSTIG: Yes, but I feel the need to
make an editorial comment here. In the discussion

-- you know, we’re all removed from this and we're
looking at these statistics and the numbers. I
have to say that -- I just have to reinforce the
point that when I look at these numbers and reflect
on my experience and look at the adverse events, we
shouldn't be flip about them. We shouldn’t take

the numbers that are in here and feel good about
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them. They'’re not good. But at the same time, I
understand right now it’s the best we can get.

DR. BRAWLEY: Yes.

DR. KELSEN: Yes.

DR. TAYLOR: Yes.

DR. NERENSTONE: I'm just going to
editorialize because I don’t think Gliadel is
really acceptable as this treatment because I’'m not
convinced. Then I think that we don’t know about
the toxicity to benefit ratio, so I have to say no.

DR. SLEDGE: Yes.

DR. BUCKNER: Yes.

MR. GEORGE: Yes.
u DR. FINE: Yes.

DR. MOYE: No.

MR. RUBENSTEIN: I have to abstain because
I really don’t think I can judge this issue as a
Hstatistician.
DR. TEMPLE: Stacy, I think we’re taking

the yes votes there to mean, if you thought it

worked would the toxicity be acceptable. I take
your two noes avoiding that issue. But it seems to
me that’s what we were --

DR. NERENSTONE: Okay, then I could change

it to a yes. If we thought it was acceptable, vyes,
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is the toxicity acceptable, with reinterpretation.

DR. TEMPLE: But if our understanding is
not what everybody is saying, you should tell us.
But that’s what we wanted to elicit there, is the
toxicity itself unacceptable.

DR. NERENSTONE: Dr. Buckner, did you want
to reevaluate in the light of their interpretation?

DR. BUCKNER: I said vyes.

DR. NERENSTONE: You said yes. Someone
else said no. Dr. Moye?

DR. MOYE: Let’s keep it that way.

DR. NERENSTONE: Eleven yes, one no, and
one abstention.

And the last, does the committee believe
that Gliadel provides clinical benefit with an
acceptable safety profile in patients with newly
diagnosed malignant glioma? Does this mean, would
we vote for approval? Cutting to the chase here.

DR. TEMPLE: In retrospect, I think our
Hquestions allow a certain fuzziness in all this.
The logic of the whole thing is, if you don’t think
it’s a well-controlled study, probably all the
other things don’t apply. But obviously what we’re
seeing is a sort of gut reaction that there might

Hbe something there, even though the studies leave
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something to be desired. So you make your comments

and make your votes and we’ll cogitate about what
you’re telling us in the various votes.

DR. NERENSTONE: Dr. Blayney?

DR. BLAYNEY: Yes.

DR. CARPENTER: Yes.

MR. LUSTIG: Yes.

DR. BRAWLEY: Yes.

DR. KELSEN: Yes.

DR. TAYLOR: No.

DR. NERENSTONE: No.

DR. SLEDGE: Yes.

DR. BUCKNER: No.

MR. GEORGE: No.

DR. FINE: Yes.

DR. MOYE: No.

MR. RUBENSTEIN: Yes.

DR. NERENSTONE: Eight yes, five no.

Okay, there being no other questions, I'd

like to thank everybody. Our next meeting is
January 3lst. It’s going to be a one-day, one-
topic meeting. Thank you.

[Whereupon, at 5:13 p.m., the meeting was

adjourned. ]

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E.
Washington, D.C. 20003-2802
(202) 546-6666




362

CERTIFICATE

I, PAMELA BRIGGLE, the Official Court Reporter for Miller Reporting.
Company, Inc., hereby certify that I recorded the foregoing proceedings; that the
proceedings have been reduced to typewriting by me, or under my direction and
that the foregoing transcript is a correct and accurate record of the proceedings

to the best of my knowledge, ability and belief.

e
77

[ j/b//xﬁév , fé@f/ 7 4
N4

PAMELA BRIGGLE



UNCOIUZUC LIUES AUVISULY COLLLIICE

SN COUU @l LEUE AULMIELES U AUV
69th Meeting b December 6, 2001
08 261:4 14.8 20:1 307:13;328:11;347:14 99:15,23;117:3,19;

$

$25,0016:23
$50,000 6:23

0

0 23:13, 25;35:14; 78:15;
87:21;120:23; 121:3, 13,
19:122:3,9,15;134:8;
135:8

0-199:12;100:3, 13, 15;
101:9, 16;115:7
0.01313:12,17

0.03 290:4;292:7
0.04222:14

0.05 204:23; 300:24;
301:1;313:19;336:10;
347:16

0.08 196:21;301:2;
303:23

0.07 291:25; 292:4;
294:19;301:2

0.08 291:9;294:22

0.09 337:15

0.1 200:14; 292:1; 301:4;
303:24; 335:22

0.14 292:2

0.18337:13

0.2 303:2, 24;315:1
0.21313:21,22

0.3 303:24

0.7 23:13
0.7-something 328:18
0.77 2916

0.8 226:8

0.923:12

0038 18:19;19:2, 25;
20:23; 21:4,13, 19, 23,
22:4,13,16;23:7,15,17,
23;24:1,5,6;29:11, 18;
30:1;32:22;35:7,11,12;
36:13, 18;40:21,41:7;
42:1;45:18,56:3;66:6, 11;
75:3,21;79:16;94:12;
106:7,8; 114:24, 25;
118:10, 14, 20; 119:23;
121:2;123:8;126:4,17;
128:19; 131:22; 132:16;
142:8; 144:11

0190 187:12; 1885, 14;
197:3, 4, 198:7, 15, 22, 24;
200:11, 23; 201:20;
203:11;215:7; 220:14;
221:5, 15; 234:23; 2591
02277:8

03 219:3; 251:25; 260:2;
261:3;273:12, 25,2779,
279:16

05 216:5; 260:8; 278:2
06 275:22;276:3,14,17,
20,23

07 251:25; 260:2; 273:12,
25

1

1 30:18;65:21;66:17;
82:9,87:21;120:2, 23;
121:4,14,19;122:3,9, 16;
124:9; 135:8; 138:20;
158:21; 160:22; 222:11;
27917

1,08532:14

1,125 27:22

1,263 307

1,593 32:9

1.0 278:21
1.336:22;72:15;328:16
1.4 23:12;145:24

1.5 216:25

1.6 145:24;328:14

1.7 225:17

1.8 2821

10 56:19;85:14; 96:15;
193:9, 15, 18; 223:18;
225:25; 234:14; 255:8;
256:2,17;312:12;313:20
100 35:23; 57:9;65:24;
66:16,24,79:11,19;
116:12;257:17; 259:10;
266:12:344:14,356:1
100,000 109:7

101 241:8

106 241:8

109 269:13

10:30 106:15

10th 43:20; 135:5

11 96:15;115:8, 10;
199:22;223:7,11,18;
225:22, 24, 25; 234:14;
271:11;289:8;297:18;
298:10;337:11

11.7 2575

119 232:8

11th 240:14; 284:9;
325:10

12 41:24;96:15; 100:20;
202:13, 16; 286:4; 288:5;
289:19; 294:1;305:18
12-month 199:5; 200:20
12.5 286:8

12.6 19:25

120 203.24

125 35:20;57:9, 65:24;
79:11, 16;91:19;94.7;
116:12

12:06 181:22
12A307:2;184:18

13 51:24; 96:15; 193:20;
224:7; 288:20

13,000 150:18

13.4 200:7

14 203:5; 288:2;316:3
14-week 224:17

14.1 20:4

15 16:21;121:4; 132:19;
154:9;192:22;194:24
15th 322:19

16 197:6,7;199:8, 22;
201:12

16,500 190:14

17 201:4; 280:7; 288:19
17-percent 21:1

174 20:4

18 6:15;7:8; 184:13;
203:14; 237:8; 286:20
19 101:23

190 234:7; 235:4

191 33:14

192 121:2,18

1986 210:22

1989 32:6, 13; 40:15
1996 246:5; 275:17, 23;
285:1, 5;301:7, 3023,
304:11;305:20

1997 11:17; 254:7;
299:25

1998 18:4;127:21
1999 286:11
1:00181:19,21,23
1:07 182:2
1st34:17,18

2

2 24:2;35:15; 41:20, 23,
42:6,81:2;82:8; 839,
84:1;87:25;88:9,11;
90:25;99:13; 100:2;
101:11, 14, 16;120:18;
121:5,11,17;122:2,8, 13,
21:123%:23;124:6,9,22;
131:18, 20, 22; 132:3, 6,
14,19, 25;133:8, 11, 13;
134:2,8,12;135:6,17;
136:8, 16,20, 137:7,7, 14;
138:2, 21, 24; 139:20;
154:16;155:16;156:12,
15,16, 157:23, 25; 158:20;
160:15,22;161:4, 12;
162:17, 20;163:3,5,7;
165:16; 169:20, 24; 170:6;
171:11,19;172:6, 12;
173:2;174:22;175:6
2,944 230:5,23
2.2125:2,127:12

2.3 2915
2530:17,36:24
2.633:16

20 17:18;34:16; 56:19;
85:8,10;99:15; 103:16;
116:11; 124:20; 230:1;
231:5; 255:8, 256:2, 6, 18;
257:5, 5; 286:3, 16;321:1
20-637/S016 186:2
20-year-old 86:25

200 226:1; 230:11;
231:19;232:12; 257:17,
18; 286:12; 291:11;

2000 14:16; 16:15; 19:22;
25:2,6;112:5

2001 14:21; 27:14; 28:8;
32:6,13;34:18, 24;
193:21;310:5

2002 69:11;310:5

2005 294:10

1 2013 294:10

2021 294:10

2024 294:10

207 231:6;295:21
20878

208(b)(3 6:15; 184:14
20th 44:1

21-patient 186:22

213 249:1

22-patient 187:11

222 2456

222-patient 186:25
225121:2

22nd 2547

23 102:1;187:23;291:12
24 81:12;83:16;121:16;
123:19; 124:12; 165:20;
166:22;167:10; 1683, 6,
10, 20; 169:14; 170:22;
171:3;174:9; 222:10, 16
24,000 26:23

24-hour 40:9;82:14
24-month 199:5
24-question 297:9
240 36:22; 203:23;
220:16, 286:12, 288:1;
291:11; 295:21, 305:18;
307:13

240-patient 187:14, 25
25 17:18;19:17,74:3;
127:24;298:12,13

251 230:16

25332:19

26 223:1

260 248:24

27 126:5; 245:1; 304:21
28 123:4:217:18;219:17;
220:6; 261:15;316:3

29 114:5;115:1;219:2;
220:3;291:12; 29713
294 1879

3

3 20:14;30:7,67:17,82:7;
100:2; 116:7;122:11;
124:7,23;126:21; 135:15;
158:21;167:23;172:6
3-4 20:12,19;21:1,3,7;
97:4;102:20;128:14
3.3127:12

3.4221:11

3.5 230:15

3.833:11

30 22:12, 25, 29:9; 50:23;

118:17;121:8; 138:6;
161:8; 218:17; 231:8, 25;
240:18; 248:24; 260:15;
274:14;277:7, 14; 2978,
13;298:25; 299:1, 4;
312:13;316:5;338:22
30-day 99:9, 10

301 315:16

31 196:23; 222:18; 262:25
31st 361:21

32 232:19; 259:5, 13;
271:24, 25,304:20
32-patient 187:12; 1974
33 121:4,16;131:21;
316:5

34272:4

349 187:2

35303:11

350-patient 65:14

36 221:14;232:10;
248:22;256:4

37 207:12;262:24

38 23:13;288:2

39 216:11;279:16;292:12
3:25 283:25

4%

4 20:15, 21; 28:2; 49:25;
64:23; 69:8; 82:7; 96:6;
97:5;122:11, 126:21;
171:18

4.5 28:18;29:5

40 16:21; 24:10, 100:5;
110:23; 2125
40-patient 186:23
400 35:24; 57:9; 65:24;
66:17:79:19

41 71:2

42 203:4

43 196:10

45 85:10

450 66:11

46 9:8;34:15

47 77:7,126:8; 196:20
48 123:25

5

510:1;28:19;30:8;33:8;
34:18;44:11,22;45:11,
18;46:19; 49:25,; 50:8;
53:16,64:2, 24; 80:17;
109:15;110:2; 165:23;
226:7;227:12;291:19
5,500 263:5
5-Fluorouracil 14:13;
16:15;25:8

5-FU 15:25; 16:3,6, 24;
17:2,6,11,17,18:6,9,12,
17,22, 25;20:10; 23:2;
26:1,9, 14;35:2, 20, 25;

Miller Reporting Company (202) 546-6666 Min-U-Script®

(1) $25,001 - 5-FU



Food and vrug AGMinistration

December 6, 2001

uUNCoIOEOC VIrugs AAviSOLy Lomimitice

69th Meeting

37:7:43:6;45:7;52:25;
57.10;58:15; 59:5; 64:16;
69:16;81:5,11;85:19;
~r10: 107:18, 20, 25;
25;113:11, 18,20, 21;
12:121:6; 1264,
127:19, 20, 23, 25;128:8,
10;129:4;132:17; 134:14;
142:4; 147:6; 148:5;
151:6;175:9,11
5-FUfleucovorin 13:25;
14:19, 25; 15:14, 20, 23;
18:21;19:5,8, 11, 22;
20:1,1,5,12;21:3,5,6,8,
12,17,20,21;22:3,3, 14,
15,19, 24; 23:9, 21, 248,
10, 15, 18; 26:23, 24;
27:18, 24; 28:1; 29:21, 23;
30:5, 10,18, 19, 23, 31:1,
2,4,18,19;,32:2, 11,17,
23,24:33:1,3,4,6, 18, 21;
34:1,6;35:10;37:4;38:3;
40:13;42:2, 18, 23;43:1;
45:9,17, 24;46:4, 6;
48:11, 21, 24, 49.7; 54:4;
55:24; 56:2, 4; 62:24; 63:3,
17,20, 25;64:1,4,10,15;
67:16,17;71:21;72:1;
96:1;99:2; 102:16, 21;
109:2;110:11;111:7;
113:11;114:11; 128:25;
131:12;134:18; 141:18;
142:9; 149:23, 25; 150:2,
14;151:11, 13; 162:21;
174:4:171:25;179:10
lleucovorin-
ed 277
5532:20
50 256:18; 264:2; 265:23;
328:11
50/50 352:15
500 35:21;57:9;65:24;
79:16; 91:19; 94:6;
123:21;174:11
505NR 6:19
51 232:14;256:4
51/49 348:18
52778
53 286:9
55 88:17; 190:22;316:3
571 267:14
5:13361:23

6

6171:18;344:6
6,000 197:14; 263:5;
330:58,7
8.132:10
6.674:12
6.7 29:21
F"74:11
»:20; 28:16, 20; 29:6;
4w(0; 9109, 11, 22; 52:3;

53:25:63:2,2;64:24, 25; _

85:17;88:17,96:6, 21;
109:9, 20; 110:8; 116:24;

117:5; 118:8, 13, 23;
120:25;121:7,16;128:17;
131:15; 138:6; 145:21;
194:12; 196:18; 203:20;
279:21,21,293:4,4;
316:3;318:13,14

60-day 28:13,17;29:18,
23;30:14, 25;31:9, 16;
32:8,16,19,22;33:10, 15,
19;34:5;35:2;36:21;37:3;
43:14; 48:22; 52:8; 62:22;
63:14;71:3,23,;72:1,74:9;
88:6;99:1

60-years-old 190:22
600 66:12

61119:23

63 197:12; 200:9; 201:2
632 187.7

64 249:18
6574:11,12,12,75:5;
77:5,6,8,9;856,8;
87:12;88:17;101:23;
115:5; 203:14; 232:16;
236:22,24;237:8,14,17,
19; 265:19; 266:3;303:11;
324:22

66 220:16

69 115:4;119:21

7

7-day 174:8

7.329:22

7.632:16

70 71:13;85:14, 21;
88:17; 146:10; 194:13;
331:24;332:14

702 33:9

75 19:19; 101:23, 23,
103:5; 190:16; 199:13, 16;
2572, 4; 264:2; 265:23
76 85:20; 193:6

77 196:22

78 103:6; 288:24; 315:19,
24

79 295:22

8

80 102:1;204:7; 288:25;
315:19, 25

82 193:22;201:4; 242:14
83 11:12;103:6;232:11;
255:11, 15, 256:4

841 27:22

85 74:3;85:8; 102:5;
120:21;121:2;126:13;
204:7; 295:23

8701 186:22

88 259:23; 275:21;
289:20; 291:2

8802 186:25; 1969, 14;
205:11;214:24; 215:4;
226:15; 234:25; 235:0;

260:18; 275:21; 276:6;
277:15;357:14

9

9.2 200:7;225:17, 24
951939

90 199:13,15
90-minute 25:24
900 56:24
9003 187:10
91 103:6
9115 186:23
926 187:19
93 289:21;291:3
95 27:3;51:19;71:15;
109:5; 120:21; 201:4;
213:6, 24; 214:9; 215:5;
274:18;291:14
9741 56:20, 23, 62:16
98 294:8

A

abdominal 169:20;
170:16, 23

ability 70:23;333:1
able 12:5;29:16;53:16;
68:3;94:21; 108:6;
136:22; 149:25; 150:12;
208:23; 217:14; 276:20;
298:2, 14; 3559
abnormal 271:17,17;
298:1,1,2
abnormalities 24:3;
97:24; 226:10; 227:9;
228:5;233:19
abnormality 228:12;
2293

above 17:20;51:19;
88:11;101:23;102:1;
171:19;172:19; 255:20;
278:2;313:21,318:13;
335:22;348:7
Abruzzis 73:23
abscess 229:9; 230:15,
18

absence 10:20; 46:10;
102:9;175:20
absolute 123:20
absolutely 12:10;82:5;
88:20;93:11; 140:1;
208:22; 210:3; 217:14;
243:22

abstain 359:16
abstention 360:13
abstract 57:2
academic 34:12;54:1;
86:15,19;92:2, 10;93:20
accept 144:17;147:22,
23;277:11;312:15;318:3;
341:13, 16, 23;350:17
acceptable 128:23;

1 227:5;233:23; 234:21;

237:12;293:19; 305:24;
322:21;358:12;359:8, 21,
2%;360:1, 16

accepted 17:6; 194:18;
288:8;307:1;315:23;
323:4

access 40:16; 95:25;
110:25; 240:22
accommodations 13.6
accompanied 234:8, 13;
300:3

accompanying 123:20;
174:10

accomplish 15:9;34:7
accordance 6:15;
184:13

according 121:9;
123:14; 176:8; 294.16;
312:5

account 54:20; 127:6;
159:21; 200:1, 10; 220:9,
24; 264:5;328:19;339:16;
355:8, 22

accounted 200:16;
334:19

accounting 86:10;
219:11,19; 220:2; 222:16
accounts 200:18; 201:8;
220:4;222:12

accrual 56:14, 24; 142:6,
6

accruals 254:13
accrued 209:14; 213:12;
288:4,6

accruers 209:13
accruing 57:1, 6; 64:21;
213:14

accurate 90:7; 212:19;
273%:19;318:13;335:12
accurately 221:17
accustomed 10:6
achieve 132:6
acknowledge 325:17
acknowledged 325:15
acknowledgement
209:23

acquired 246:4, 25;
251:19

acquiring 209:7
across 12:18;56:6;
T72:24, 24, 76:2;87:23;
88:8:93:3;94:4; 120:16,
20; 123:8; 146:21; 156:25;
260:3;262:11; 285:11;
289:11; 297:21; 300:19,
20, 20;303:13;332:3

Act 6:20; 299:25

acting 7:24; 184:22
action 17:21;18:1;112:6,
21;129:12,12, 20, 25;
152:11,12;349:14
actions 129:9
activated 146:19

active 77:13; 194:20;
203:8

actively 9:10;58:19;83:8
activity 17:24;52:13,17;
57:4;64:8;65:3,7;71:4;
232:6;235:7

actual 34:1;45:10; 71:2;
83:11, 16;96:16;174:1;
212:16;288:16,307:16
Actually 13:10; 22:23;
29:25;43:16,64:5;71:9,
22;76:24,80:1, 5;81:9,
12, 14;83:7,10;92:13;
94:8,9,17;96:4;98:13;
101:8;118:14; 133:16;
136:14; 141:2; 149:6;
162:19, 20; 165:17, 17, 21;
167:13;170:4, 10; 220:14;
230:2; 236:23; 237:14;
238:2; 249:5; 260:17;
261:14, 22, 265:12; 270:1;
277:17;280:3, 21; 281:14;
309:5;321:4;322:3,7,10;
328:9;330:13;334:13,17;
337:1;346:23;351:24;
353:6,22;355:9;357:17
acumen 83:3

acute 117:7

adapted 178:12

add 153:6; 157:2; 170:20
added 10:7; 140:11;
152:2;161:12;192:24
adding 170:16

addition 6:18;7:3; 20:5;
23:9,24;39:1;45:1,47:8,
13;50:6;71:25;86:11;
102:14; 128:24; 147:7;
192:18;193:13;201.:9;
204:4;221:4

additional 38:14; 51:23;
110:2;171:6; 186:14;
189:23; 194:4; 195:16, 22;
196:6; 204:19; 220:9;
227:22:230:2; 276:19;
289:12,17,344:23
Additionally 8:11, 18;
187:2

address 8:8;38:8;81:14;
83:24:105:14; 157:3;
177:23; 180:3; 185:7;
205:4; 231:2; 278:8;
336:14;337:3
addressed 163:25;
251:4;276:24
addresses 6:6; 184:3
addressing 28:7

adds 152:5

adequacy 345:20
adequate 38:2; 46:11;
55:13;67:10; 188:6;
218:9; 299:23; 300:10, 12;
321:22;342:10, 13;343:2,
3,5;345:13;346:25;
348:2,4,6,12,24;349:2;
351:7,18;352:10,12, 13,
17;354:4;355:15;358:1
adequately 206:9
adhere 17:15;252:22;
253:23;275:1

5-FU/leucovorin - adhere (2)

Min-U-Script® Miller Reporting Company (202) 546-6666



WHLUIUEUL L Ugd AUVISULY CAURLIIILLCC

69th Meeting

rOUU alill Urug AQINNDSUCaton

December 6, 2001

adhering 341:15
adjectives 356:14
adjourn 181:18
adjourned 361:24
adjunct 186:19
adjust 101:17; 309:6;
319:14,17;322:16
adjusted 75:14; 217:19;
259:25; 262:18; 263:6;
272:14;277:3;279:2, 14,
15;291:9; 298:18; 304:24;
307:11;317:17,19;319:2,
3:322:12
adjusting 272:4; 292:8,
18;295:3;317:3,4
adjustment 56:15; 217:9;
260:9,19;273%:4; 2775,
13; 287:14; 294:23;
295:10, 14; 308:15, 18, 24;
309:24;310:1;323:7,9
adjustments 225:7;
300:15;302:12
adjuvant 30:6, 15, 20;
42:21,48:7,16;49:10, 11;
56:13;59:1;67:12;97:5;
102:14;118:25;120:18;
125:14;330:18
administer 17:2; 131:5
administered 26:6;
94:16; 107:13; 220:10
administering 32:2;
34:14;83:4;124:24
Administration 6:20;
10:8; 25:14, 20, 22; 26:5;
31:18;35:2;36:1,11,17;
37.9,38:2;44:11, 22;
94:19; 107:15;116:13;
117:3, 19; 128:7; 164:6;
246:19
admission 86:17
admitted 86:23
admittedly 181:4;
251:21; 266:1
adopted 17:12;124:18
adoption 14:21;27:10
advance 11:3;19:14;
162:16; 202:19; 247:24;
248:5;250:18
advanced 9:23;50:19;
102:15, 19; 103:9; 1094,
9:110:15; 113:4;333:14
advances 151:2;194:3
advantage 10:10,11;
53:3, 4, 4;64:9, 12, 94:20;
125:2;127:7,13, 16;
179:8; 224:4;304:1;
333:13,;345:2;354:17;
356:3,7
advantages 75:21
adverse 22:2: 24:3, 23;
28:9;41:1,8, 14,18, 22,
42:7,13:50:4;69:8,9;
87:18,98:16; 126:24;
179:19, 20; 198:3; 226:3,
15,227:9,11,15; 228:21;
231:24, 25;232:1,5;
233:6;358:23

adversely 37:16;125:3
advice 340:16

advise 71:11;90:22;
226:19;332:3

advised 39:16; 40:1, 6;
158:16

advising 91:13
advisory 112:14
advocacy 47:5; 52:21
advocate 9:13, 16;
102:24; 161:7; 268:15
advocated 91:9
advocating 72:20;89:7;
352:6

afar 86:20

affairs 186:12;190:1
affect 10:5; 124:14;
125:5; 134:24; 159:4;
179:11,17;180:22;
214:15;244:11,15;
274:21

affected 37:17; 135:10
affecting 180:4;193:6
afraid 346:3

AFTERNOON 182:1;
185:21; 186:10; 187:24
afternoon’s 182:5
afterwards 283:20
again 4:8;8:12;37:21;
55:16;64:16,66:13,13;
67:7,71:5,9;72:23;76:19;
80:13;87:10;88:7;90:1;
93:15; 97:9; 98:8; 100:6;
103:18,22;104:2; 105:21;
107:23;111:20;114:17;
118:21;127:3;132:13;
133:22; 145:24; 153:5;
157:9; 158:15; 159:1;
162:17;167:9;173:3;
174:18;175:18,176:5;
177:1, 24; 178:10; 179:24;
180:5; 182:8;185:11, 18;
212:17;217:2;228:23;
242:16; 253:1; 256:23;
259:3, 20, 277:10, 25;
301:11;305:10; 306:4;
331:11,17;333:6;334:3;
338:3;348:3; 353:15;
356:14, 21;358:14
against 194:20; 244:2;
277:3,299:17;302:17,18
age 9:8;11:13; 23:22;
35:8;36:5;42:12; 74:1, S,
6,13,18,19;75:14, 18,
20,25;76:7,8,9,11, 18;
77:1,18;84:25;85:3, 13,
15,17, 19, 23, 24, 86:2,
20;87:3,6,7,13,21,88:2,
8,11, 14,24;96:11,97:1;
98:15;99:3, 14, 15; 100:6;
101:14,17,20,22;102:1,
13:103:9,15,17,19;
115:3;119:21,22;122:24;
145:22;190:22;194:9,12;
199:10; 200:18; 201:10;
204:3, 8; 207:10; 208:11;
217:24;219:13,222:12,

15;237:19; 251:5; 260:4;
264:6, 18;265:19, 25;
277:1;278:6,9; 279:3, 15,
19, 22; 283:15; 288.9;
290:16; 292:1; 293:1, 3;
295:1;311:7;312:7;
318:13;324:3;330:23, 25;
331:5, 18, 21, 24;332:14,
17,20

aged 854, 5, 86:22;
102:4

agency 6:10;7:9; 123:13;
164:15; 184:9; 252:24;
253:14; 299:1

agency’s 7:2,13; 184:17;
340:18

agenda 6:9;8:3; 184:7;
185:1

agent 16:23; 17:20; 18:4;
192:5

agents 59:4;332:13
ages 74:7,8,76:1;90:18;
203:14

aggregate 245:3
aggregated 32:7
aggregates 213:23, 24;
215:17;252:6
aggressive 86:18;
115:25;124:17;125:1;
135:13;142:4;172:1;
177:17,178:2; 226:22;
282:20

aggressively 177:5
ago 107:18;175:7
agree 73:12; 85:2; 88:20;
103:12; 130:23; 143:5;
159:11;167:1;175:21;
253:13;254:18; 261:14;
272:11;273:12; 274:3;
288:11;299:8;310:22;
311:5;320:25;323:11;
329:9;342:17; 344:14;
356:1

agreed 11:23;31:24;
38:9;70:19, 285:25;
301:24;307:4, 5;339:2
agreeing 266:14
agreement 2467,
285:22; 293:24;343:19
agreements 247:2;
285:8

ahead 166:12,13

AlO 17:16; 19:14, 19;
25:10;75:17

airport 259:21

al 193:21; 230:7, 10, 16,
23;231:3,17,232:7,12,
17

Alabama 5:20; 183:13
ALBAIN 4:17,17,57:18,
19;60:9;61:21; 65:10;
96:3,4,11,98:13; 146:25;
147:1;153:22; 1556, 7;
157:5;179:16,17; 182:21,
21;259:18,19; 273:11;
316:19, 20;317:2, 20;
318:5, 24;319:24,320:6

Albain’s 64:22; 275:3
albeit 127:16
algorithmic 216:12
Alison 183:20;336:7, 14
alive 85:17; 161:18;
196:19; 221:1,9
alkalating 332:13
all-cause 28:13,17;
29:18, 24;30:14, 25;31:9;
32:8,16,19;33:10,19;
34:5;35:3;36:21;37:4;
43:14;48:22;71:4; 74:9;
88:6,99:1
all-conclusive 301:16
Alla 183:18

Allan 188:25; 190:8

- alliance 9:18;111:14, 17

allocated 349:18, 19
allow 44:18;103:1;
108:15; 144:6; 221:5;
340:6; 355:7;360:20
allowed 9:6; 25:15;
56:16; 161:9;301:7;
342:11

allowing 118:1;301:12
allows 46:20, 23;107:13;
191:8;278:14; 299:25
alluded 55:7; 59:21;
324:2;331:14

almost 12:8;95:4, 4
alone 15:25; 16:3;20:12;
21:9,17;22:20; 23:2;
24:18;33:6;37.7; 43:6;
69:19;80:18; 85:19;99:2;
134:14;151:22; 162:21;
172:1;192:14; 221:19
along 35:6; 261:13; 264:7
alter 10:12;127:15
alterations 40:8

altered 40:6

altering 178:15
although 39:12;125:15;
128:2;131:24,138:18, 22;
152:15;153:2; 155:11;
160:14,19;161:11;192:7;
199:17; 204:23; 217:10;
277:1; 289:8; 331:22;
335:19

always 38:5;39:24;
61:17,67:8;78:8;92:18;
95:4; 145:18; 266:7
ambiguity 252:2, 10;
306:23;328:2
ambiguous 252:19
amend 129:14; 169:11
amended 43:19
amendment 286:11;
307:21;322:23

America 9:6; 108:23, 24
American 13:14; 136:13;
151:10; 285:15;303:6,9;
304:10

Americans 102:25
Among 33:9; 42:2;75:15,
18;119:24; 128:21;

301:17
amongst 355:25
amount 173:9; 212:14;
314:6
amounts 212:6
analogous 35:9
analyses 78:6, 8; 120:9;
121:25; 133:12; 205:25;
206:12, 14; 207:15; 209:4,
18,19; 218:10; 219:10;
223:23; 225:8;247:12;
250:8;272:19, 21; 273:1,
7,15, 16, 20; 274:20;
275:25; 282:14; 292:21;
295:1; 297:6; 303:5;
304:2;317:10;320:23;
321:1,4;327:1,6
analysis 33:17;34:15;
42:4;44:7;58:23; 59:25;
71:5,12,72:9, 10,759,
10;96:5,7;97:2;98:2, 6,
114:14, 16; 116:21, 25;
117:9,18;118:3;119:10;
122:16;133:1; 196:21;
200:15, 18; 202:18;
205:10, 18; 207:18; 208:2,
6;209:2,6,8,11,21;
210:5,6;211:17, 21;
212:2;216:14;217:15, 25;
218:22, 25, 220:7, 8, 23;
221:2,4,8,13,14;222:12,
21,22,223.7,224:11, 23;
227:22;228:7; 235:9;
241:22;242:17,243%:1;
246:16;247:10,15,17, 20,
23; 248:4; 249:24; 250:10,
17,20;251:12, 14, 22;
252:4;253:17, 20; 254:5,
6;263:23;272:12,15;
273:21;276:7,10,17;
277:3;279:12; 280:5;
287:10, 14; 289:18, 25;
290:1,3, 10, 10,12, 17,
19,19, 21;291:1, 21;
292:3,8,10,12, 20,21,
22,23,25,25;293:1,2,5,
8,9,10,12,14,17;
294:15, 20; 295:5,7,8, 11,
12,13, 19;296:11;297:3,
19, 23; 298:20; 302:8;
303:16;304:25;305:15;
309:1,3,5,11, 13,16, 16,
21,22;310:7,12;311:2;
312:5,9,10, 10, 14, 16,
19;313:6,11;317:19,19;
318:2,6,16,23;319:4, 23;
320:20;324:13;327:2, 11,
14, 16;328:3: 330:24;
331:4,6,12;334:14;
335:7,11,19;337:1,5, 11,
13, 16, 20, 25, 25; 338:2,
13;341:17,19;343:12;
345:21, 23,346:2, 4, 5,6,
7,19;347:19, 21, 22;
348:11;349:15;353:9, 15,
20, 23;356:25, 25
analytic 205:5; 251:11
analytical 189:10; 251:2,
3
analytically 249:8

Miller Reporting Company (202) 546-6666

Min-U-Script®

(3) adhering - analytically



FOoOd and prug AGMInSraton

0ncologoc Drugs Advisoty Committee

December 6, 2001 69th Meeting
analyze 68:7; 160:10; apply 335:25; 340:8; areas 224:1 174:3;284:14 244:20
252:4, 6; 263:19; 279:20; 360:23 arguable 335:8 assess 34:4;45:8;216:7; | authors 193:11
296:13;310:24; 3437 Applying 28:17;314:8 | arguably 221:17;269:16 | 223:14;296:15;297:2 automatically 175:22
tyzed 40:22;116:21; | appreciably 17:19; argue 224:20; 241:9; assessed 18:24;23:11; | availability 247:12
15; 160:4; 206:4; 124:13 250:1;253:17;310:16,21 | 30:15;41:3,10;207:21; | gyaiiable 10:16: 11:25;

3:8;239.7, 8, 2497,
252:11;254:17; 279:19;
303:18,19;326:17,;

327:24 ,
analyzing 213:4; 253:1;
276:15
anaplastic 196:23;
282:11,12;316:7,336:23;
349:17
ancillary 105:23
and-a-half 193:18
and/or 186:8; 188:21;
357:13

- Anderson 4:24; 182:20

announcement 6:5;
184:2
annually 190:14
answerable 353:16
answered 90:4; 163:18;
255:6;277:18;306:5
anti-convulsant 197:21
anti~convulsants
197:23
anti-Cox 46:21
anti-diarrheals 60:10
anti-VEGF 46:22, 22

- biotic 39:23;91:14;

24
wwabiotics 39:22;40:2;
89:10,12,19;123:18;
175:1,21
anticipated 52:9;325:10;
328.6
antidiarrheal 172:2
Antonio 5:18
AQA 289:7,8;337.8
AQD 287:22;289:7.8
apart 213:16
apparent 15:2, 3, 64:8;
298:22
apparently 277:1;
321:18;323:6
appear 36:15; 48:7;
213:18;217:16;227:19;
232:21;233:4,7,;338:25
appearance 6:8;7:9;
184:5
appeared 32:24; 64:18;
139:5; 142:20; 216:4;
285:15,; 296:8
appears 37:15;38:1;
45:23:227:4: 233:22;
237:11; 249:10; 297.20;
321:17;333:24
anoendix 57:24

38 29:16; 237:21, 21
«....cable 93:8;103:20
application 195:9; 284:8;
2876
applied s1:14

appreciate 321:10;
331:23

approach 10:22, 24;
64:4; 65:25; 66:2; 206:5,
11;209:1, 3; 210:4;
211:16; 215:25; 216:12,
17;242:18; 281:25;318:9
approached 120:21;
125:23: 266:18, 18
approaches 282:20;
335:19

appropriate 9:21;47:11;
49:12;55:21,59:19, 19;
70:25; 81:24; 82:20;
107:12;110:1,14; 111:10;
112:20;122:18;125:13;
158:11; 180:12; 265:15;
292:15;293:12,18;
309:16;318:9;320:1;
353:20

appropriately 125:8;
212:9; 260:22;277:7
approval 14:17;16:13;
18:15; 19:22; 25:6, 15;
26:25;27:9,98:25;
112:11;114:10;119:8;
128:22;131:11; 147:3;
186:16; 187:5, 20; 188:12;
209:20; 246:6, 20; 287:2;
300:1;302:22; 344:10;
352:11;360:18
approvals 187:21;303:3
approve 302:3;333:5
approved 14:1, 25;
26:16;42:19,22:112:5;
113:3,13;119:17;125:3,
15,19;127:9;128:2;
129:10; 130:2; 141:18;
142:14; 143:15;153:15;
155:25; 186:18; 304:3;
315:8;329:15, 20;333:12;
334:9

approving 326:21;
333:11;352:16
approximate 213:6;
215:3;216:3
approximately 19:17;
26:20, 64:24; 179:9;
190:14, 15, 18; 192:17, 20;
215:11;221:11,224:17;
229:10; 247:5;304:11
approximates 221:15
April 14:16, 21; 16:15;
19:22; 25:6;27:13; 28:8;
34:18;112:5; 246:20;
322:19

arbiter 239:1
arbitrarily 74:10;82:3;
87:12:103:4;137:13
arbitrary 37:11;77:25;
127:14; 266:24;331:22
area 77:10;328:24

argued 307:10;309:1,5
arguing 242:12; 253:4;
306:19

argument 218:4; 243:21,
25; 244:2; 293:11; 294:16;
306:14;341:24
arguments 254:1;
312:17

arisen 205:17

Arizona 189:2;190:9
arm15:1;27:25, 25;
28:19;30:9,11;35.7;
48:20;51:25,56:4, 5;57:8;
62:24,24,63:4,12,16, 18,
22;65:15;67:15;112:2;
118:10, 11, 14, 19, 21;
119:2,22:121:1,6,7;
123:2,4;125:8, 14;
128:18, 20; 142:10; 146:4;
149:23; 196:19, 20; 241:2;
290:24, 25; 291:18, 18;
299:4, 5;301:19;302:19;
303:25;304:23;326:1, 1,
2;334:7,19;336:21, 25;
338:11,12,21,23,24
arms 19:3; 20:8, 18; 22:3;
23:5,13,22;28:24, 25;
29:3;30:1;38:12; 48:25;
52:3, 11, 14, 15; 56:5;
57.6;62:17,17, 18, 21;
63:6, 10, 13, 16, 24; 65:13;
110:7;112:3; 114:6;
118:12, 16;120:13;
121:21;122:4,126:13;
128:21,25;138:8; 141:24;
146:5,6; 240:24; 241:6;
258:14; 286:5, 21, 289:11,
17;291:8; 293.7; 296:4;
297:14;303:13;317.22;
318:7;325:22, 24;334:10;
339:1;343:25

arose 737

around 4:6; 64:3; 85:20;
145:8; 153:16; 167:8;
213:7,18;278:1; 280:21;
301:1;314:25,339:7,9;
340:24;345:9,14
arrived 13:16, 18; 239:2
art 340:4;351:8

arterial 39:12;68:13
arteries 69:18

artery 69:15, 18;115:12,
13

article 139:6; 146:1
articulate 270:3
artificially 314:1
ascertain 60:25

ASCO 57:2;91:9;102:17;
175:23

ASP 247:4,18

aspect 347:6

aspects 70:3; 132:23;

227:23;271:8, 2977,
298:15;338:19
assessing 109:17;
215:25;297:1, 298:23
assessment 19:4; 24:23;
123:23;178:9;191:12;
288:17;297:22, 24;
298:19; 299:8, 14
assigned 124:20;311:19
assigning 51:8

assist 28:7
assistance 9:6; 108:21
assisting 9:10
associate 189:25
associated 20:11, 24;
21:2;24:16;27:17;33:19;
37.20; 51:9; 94:20, 23;
98:3;109:15;117:8;
123:10;127:8,12; 141:22;
142:8;152:12; 158:8;
179:8; 226:4; 270:4;
307:16

Associates 111:19
Association 111:15
associations 97:25
assume 178:22, 24;
308:6

assumed 302:24
assuming 357:25
assumption 302:22
assumptions 286:2
assure 227:2

assured 321:14
asterisks 294:9
astroblastoma 281:13
astrocytoma 196:23
atherosclerotic 54:21;
68:15

athletes 66:16

Atlanta 5:15;183:9
attach 275:5,7
attained 228:18
attempt 117:12; 221:8;
236:8; 282:16;301:20
attempts 245:11;304:8
attention 12:24;47:18;
143:9;152:23:197:16;
198:2; 227:1,253:19
attentive 53:11
attenuation 132:3
attributable 233:4;
335:15, 16

attribute 146:2
attribution 54:16;172:9
audience 1827
audit92:21, 21

August 2547
Australia 2146
author 102:12; 205:12;

12:20,22;13:9;16:20;
31:16;32:6, 18;33:14;
39:3;47:16; 58:24; 66:8;
74:24;81:21; 106:3;
117:2;125:25; 130:9;
142:12; 143:23, 23; 144:3;
154:10, 15, 21; 163:15;
187:2; 239:16; 259:15;
276:18,22

Aventis 18:23; 68:18, 24;
246:13,15;248:1,2
average 74:6; 86.9;
190:21

avoid 53:18;59:1
avoided 89:2; 210:21;
211:3,11

Avoiding 132:14; 359:22
aware 8:5;55:14;62:8,9;
109:1,12; 185:3; 211:18;
247:9;263:16
awareness 55:21;61:14;
108:25;110:22; 123:9;
158:15

away 72:4; 86:22; 89:19;
92:18; 105:4; 146:17;
150:8,11; 151:16; 268:4
awhile 70:1

B

B 30:4

back 16:14; 29:17: 50:19;
66:19;69:4;71:14; 87:1;
91:18; 105:10; 106:14;
134:17; 143:10; 145:15;
146:2, 20; 150:25; 151:3;
167:19;170:8,15; 171:25;
174:18; 181:19; 208:8;
238:8;242:14;247.7;
259:24;261:22, 24;
262:13;270:11;281:8;
283:12, 24, 284:18;
306:15;322:5;324:17;
345:6,354:7
background 15:11;
16:12;43:24

bad 78:2;175:22

badly 349:18, 18
balance 82:19
balanced 193:5;217:16;
277:2;288:10; 289:11;
299:3,317:22;318:7;
339:1

balances 219:9
BALDUCCI 4:21, 21;
84:24, 25, 88:20;98:14;
99:4;102:17; 104:25;
137:16; 153:24; 157:7;
161:5,6;176:3,4
Baltimore 245:23
bandied 139:4

analyze - bandied (4)

Mimﬁ-s&ipt@ Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

Barbara 11:9

barely 348:22;349:2
BARKER 100:22;101:3,
3

barometer 61:11

base 50:2; 117:4, 20;
119:14; 209:20

Based 6:9;10:3; 15:5;
24:25;36:8;37:15; 42:14;
43:22;44:7:45:9;64:3,7,
15;70:20; 81:8, 20:84:21;
92:19;102:21;103:2;
109:19; 112:6; 119:15;
132:19;147:15; 148:22;
156:13;173:9; 180:19;
184:7; 186:16; 191:6;
206:14; 208:4,9; 210:4;
218:4; 220:13; 228:5;
229:14;242:1, 4, 252:6,
25; 253:24; 261:5; 269:19;
277:12; 286:3; 288:16;
291:13;292:16; 297:13,
19;300:1;333:23;347:19,
22;353:9

baseline 24:22; 40:20,
24;41:12;42:12,75:12;
81:7,115:8,18;120:5, 23;
121:3, 4, 6,10, 13; 122:1,
3,8,11,15,24;127:5;
134:8;169:4,6,12, 15;
171:3,19;172:19; 199:6;
203:18, 25; 204:1, 11, 15,
19; 219:6; 223:14; 281:9;
288:9;348:9

bases 106:2;119:10
basic 34:8, 25; 209:3;
277:25

basically 92:11; 101:9,
15; 135:5, 6; 146:2;
163:21;164:18;175:3;
319:13;344:10

basis 18:14;37:14;
46:12;66:21;87:4, 5;93:5;
108:4;112:11; 114:10;
119:8;304:25;333:13;
352:11, 15

basketball 127

battle 11:15

BCNU 192:4, 18; 194:20,
22,23;195:1,1,6,6,9,13,
14

bear 69:20;103:3;121:24
became 11:17;62:23;
247:9;313:14, 16
become 9:9;16:24;17:1;
52:18;92:16; 130:9; 254:1
becomes 222:14; 252:1;
296:23;329:9
becoming 319:3

began 12:9;34:17
begin 9:4; 148:6; 186:1
beginning 10:14;69:11;
108:14; 155:25; 247:25;
268:3;328.7

begs 3273

behalf 7:24;73.6, 21;
184:22; 186:12

behaved 134:19
behind 36:1

belabor 285:22

belief 212:8

believes 84:7;129:9
below 79:20,85:17;
152:25; 153:4; 164:10;
278:2,318:14, 14
beneficial 270:17
benefit 29:2; 53:2;
102:13,21;110:18;111:5,
9;121:23;128:11; 133:15;
134:3;137:9; 141:9;
148:24;151:18;159:19;
160:16;161:4;192:12;
193:13; 198:10; 200:5;
201:16; 202:5; 214:5,13;
215:8;219:2;221:11,12;
223:18; 224:14, 25; 235:8,
14,18;282:19; 286:16, 18;
293:11;299:17;302:3, 16,
16;304:5; 305:13;329:7;
341:21;350:13;351:4;
352:21;353:1, 2, 25;
354:21, 22;356:23, 23;
357:15;359:10;360:15
benefited 12:13
benefiting 1347
benefits 14:18;15:25;
25:5; 26:14;42:20, 24;
43:9; 49:3, 94:23; 223.:25;
233:10,24

benign 227:5; 237:12
Berger 282:15

best 10:22, 24; 18:5;
40:25; 83:24;84:13;
92:25; 108:20; 165:25;
167:2; 206:22; 239:1;
274:15;275:1;310:9;
320:5, 24;321:2;339.7,;
346:9, 10;355:8;359:2
better 29:17;52:16;61:5,
22;65:7;66:15;71:20;
86:15;94:10;97:8;
111:20;116:6;120:3, 5;
126:17;151:11, 162:23;
163:6;170:22; 178:22;
201:15;267:17;312:1;
320:21;334:4,6,18;
337:21;340:22,342:4, 5;
349:20;350:18;353:11,
12

beyond 243:9; 275:4;
353:2

bias 34:23;79:2; 118:1;
139:21; 205:22; 274:9;
301:20;343:6, 21;348:10
bias-introduced 117:16
bias-reducing 206:18
biases 78:9

big 142:20, 22; 147:18;
309:18; 339:16;356:7, 19
biggest 268:7
biodegradable 195:5
biologist 9:4

biology 180:19
biometrics 183:17

biopsy 191:5
biostatistics 4:20;
182:16; 189:8, 25; 205:7
Birmingham 5:20;
183:13

birth 232:3

bit 80:19;84:4, 8, 14;
97:10; 137:12; 151:12;
155:13; 160:18; 169:23;
170:3;171:24;172:12;
244:13; 254:23; 261:15;
264:13;275:11,278:7,;
292:24;300:16;303:8;
340:2

biweekly 17:14; 25:19;
26:6;46:7;126:18
BLAYNEY 5:21, 21;6:16,
18, 22; 53:20, 21, 55:23;
56:9;71:15;90:19, 20;
146:8,9;149:21, 22;
150:10;154:8;157:18;
177:6,7,8; 183:14, 14;
244:18; 245:8,9,18;
246:21;247:13; 248:7, 16;
249:3, 15,17, 250:5;
341:6,7;349:3;357:11,
19, 20; 358:13, 15;361:4,
5

blind 255:1;308:14, 17
blinded 238:25; 286:14
blinding 348:10

blip 99:15; 100:16, 18, 22,
23

block 207:1, 3; 210:2;
242:5; 254:9; 294:3, 11
blocked 207:9; 208:3
blocking 207:5, 6, 13;
210:9;211:19,23

blue 20:17

board 9:12;94:4; 146:22;
156:25

Bob 163:1;178:1;183:24
Bob's 145:12

body 42:14; 107:21;
108:15; 149:5

boils 312:18

bolus 9:18; 10:6, 15, 22;
11:5;15:14,;16:6;17:2;
18:21, 22; 20:24, 25:17,
23,25;27:1,4,11,18, 24;
28:19;29:21,30:8, 10;
32:2,11,25;33:8,21;
37:24;39:20; 44:13; 45:8,
11;46:8;47:1,48:21;
63:24,64:1;70:11; 109:5,
16;111:7;112:2, 25;
113:9, 14, 18,19; 114:6;
115:2,4;116:15; 1189,
13,15,19,24;119:2,22;
120:7;121:1,7,16;
122:19;123:1,3;124:14,
17,24;125:3,6,7,22;
126:7,23:127:1,11,19;
128:18;129:2,10,17;
130:2, 8;136:13, 138:1, 3;
139:14, 15;141:20, 23;
142:3,9, 14,17, 24;
143:15, 24; 145:7; 147:19;

148:21;153:15; 154:12;
156:21;164:4,6;179:7,
10,12

bone 39:10;98:8; 195:3
book 13:19; 216:11;
279:13,17

borderline 329:1;
332:25;334:16; 340:2
Bordy 280:9
boredom 333:19
Bortay 189:25

both 10:18; 164, 6;
20:13;23:11; 28:15;
39:12:41:13;42:2, 10;
44:13,22; 46:14, 19, 25;
48:6, 16; 53:3; 59:20;
92:12;93:11, 23;101:7;
108:2;111:20;116:1;
123:7;125:15;126:4, 13;
137:8; 138:4; 139:23;
156:2; 187:18; 194:21;
200:1, 20; 204.7; 206:3;
208:3; 210:15; 217:24;
218:2; 220:18; 235:4;
247:6, 18; 253:8; 2544,
10;258:11;269:2, 15;
274:4;276:1, 280:16;
285:12;288:10; 289:5,17;
295:11;296:7;321:21;
325:24;326:17,327:25;
339:1;340:17;341:25;
343:25

bothered 327:10
bottom 77:12; 168:5;
213:20; 214:9, 23; 215:5;
269:8

bought 245:24; 246:12
bound 291:15

bowel 9:11, 14; 81:6;
171:19;172:18

box 176:24

Brad 192:22

brain 183:10;195:11;
203:8;225:18; 228:16;
235:12; 261:1; 263:17;
265:2,3; 270:6; 282:3, 10;
283:8;297:8;323:24, 25;
339:18; 340:5

branch 159:25; 182:14
BRAWLEY 5:14, 14;
137:19, 20, 143:17, 18;
183:8,8;275:12; 280:19,
20;282:21;342:17;
348:22;355:6; 3578, 23;
359:3;361:8

break 106:14;228:22;
255:14, 15;256:1, 4;
266:22; 269:10; 283:24;
342:11

breaker 267:5

breast 90:15

Brell 230:10; 231:17
Brem 189:15;237:14, 15;
244:19, 24, 24; 249:12;
256:9; 258:3, 16; 265:9;
270:21; 276:16; 281:22,
24;330:11

bridge 328:20
bridging 302:25

brief 104:10, 11; 168:25;
209:1; 280:20; 283:24;
322:19

briefing 193:20; 216:10;
225:6; 229:13; 230:1;
231:4; 240:14; 280:5;
292:12;325:11

Briefly 90:5, 6; 143:18;
203:11; 256:10; 277:20;
281:23,24

bring 60:5; 103:14;
241:13;275:20

brings 187:5

broad 39:24; 40:1; 89:12;
155:16; 213:13
broadcast 8:21
broader 31:6;75:22;
314:20

brochure 36:24; 76:5;
96:15

broke 147:24

brother 9:7

brought 51:24; 71:9;
103:3; 143:8; 156:3;
171:1, 2; 245:3; 284:15;
285:2;301:12

browbeat 312:21

Bruce 4:11;182:11
BSNU 228:15, 16
BUCKNER 182:17,17;
236:15, 17, 18, 21; 2377,
23;239:3,9, 16; 240:2, 12,
21;268:20, 21; 270:13;
271:6,11, 21;324:15,17;
329:24, 25, 330:22;334:2,
16,21;335:13, 21; 336:22;
342:15;344:3;348:16;
356:21;358:5;359:12;
360:6, 8;361:13
Buckner's 264:13;
266:6; 280:21;327:22;
332:7,341:24

budged 17:19

build 340:23

Building 7:3; 184:19
built 181:1

bulk 331:10;344:3
bullet 168:13, 16, 19
bullets 168:9

bump 170:8, 15

bunch 173:14

bundle 174:12,13
buzzword 3487
bypass 115:13
bystanders 333:19

C

C-maxes 77:12
89803 30:6, 16;56:13;
61:14;67:14

Cabantog 231:3

Miller Reporting Company (202) 546-6666 Min-U-Scripte

5

Barbara - Cabantog



FOood and vrug AGminisiration

December 6, 2001

UNCo10g0C Urugs AAVISOly Lommitiee

69th Meeting

cadence 94:14

CALBG 48:15

CALGB 9:16;30:4; 38:9;
3; 54:2%; 59:1; 70:1¢;
1,21,;83%:12;85:12;

223:118:24; 142:5

California 13:6;177:8

Call 4:2; 108:20; 139:20;

T 163:8; 182:3;348:11;

353:24

called 85:1; 105:8;

206:25; 209:15; 245:23,

25; 246:2; 253:16; 258:5;

273:1

calling 346:25

callosum 264:22; 265:1

calls 198:1

came 71:14;86:3,12;
91:5; 138:16; 238:17;
276:17, 20; 292:13;
293:24

Campto 69:9
Camptosar 6:22;7:16,
19,21;11:14, 23;12:10,
11,14;13:24;14:12;
15:18; 16:8; 22:8; 43:18;
44:17;46:16; 114:11;
116:13;117:1; 1184, 18;
119:8;126:4;141:17, 18;
142:4,15; 148:5,11;
153:15

can 8:20;9:23;12:13;

Y, 26:4;29:12;37:2;
45:10, 24; 54:5;
o); 56:8,59:16; 60:4, 6,

14, 18;61:9, 22;68:5;
69:4,7,72:18;74:9, 20;
75:11, 25,76:2, 13, 22;
77:15;78:3, 4; 79:15;
80:12;81:4;82:22; 83:19;
85:13;87:1,16;93:2;
95:22;96:24; 98:10; 99:3,
19;103:3, 10; 104:6;
106:1, 3; 108:20; 110:15;
111:4;116:15;117:22;
131:25; 132:23; 137:5, 21,
145:23; 147:6; 151:15, 21;
155:18; 158:19, 22, 159:3;
161:1;167:11,15,19,19;
168:8,24;171:21;175:14;
176:23;180:8; 191:16;
195:2,2,19;196:1,2,17;
212:14, 25; 213:13, 20;
214:25;215:10;217:17;
223:15;237:25; 238:1;
239:23; 250:15; 255:1;
260:15; 263:21, 24;
264:16;267:17, 22, 24;
270:13;271:1;273:14, 19;
274:11;275:1;276:2;
278:8,280:13, 18, 281.7;
284:15;291:15;292:19;
294:1;305:5,12;310:2,
'12:6,9,9,13;314:7;
11;316:14;319:5, 14,
-6;324:5;336:12;
337:3;338:4; 3407,
342:20, 23; 346:8; 348:1,
11;350:3;351:25;353:18;

354:10, 24;355:6, 16, 20;
359:2,17

Canada 92:16;111:15;
187:21; 245:2

cancel 8:13; 185:13
Cancer 4:22,25;9:5,7,
12,15,17,24;11:4, 13,
18,19;12:5,9,13,17, 21,
23;13:13, 15; 14:3, 15;
16:14; 17:5, 25; 18:3, 13;
19:7;26:18,22;27:2, 20;
30:3,8;31:11, 14;38:23;
42:11,44:25,47:15;
50:20; 51:14;53:7; 55:6,
19,19;60:2,67:17;73.9;
90:8, 15, 15;93:19; 107:6,
17,21;108:22, 23, 25;
109:4; 110:16, 22, 24;
111:4,12,13,14,15,17;
113:4;125:10;127:10;
128:23; 130:12; 141:20;
143:21; 149:15; 161:16,
22;182:12,20;297:8
cancers 9:11;340:10
candidate 103:5,6
capacity 73.8
capitalization 246:3
capsidabine 17:10
carcinoma 25:9;114:13
cardiovascular 115:9
care 9:22; 18:5; 24:24;
38:15;43:3;44:14; 58:5;
61:23;67:17;84:13;90:8,
22, 24;100:8;105:11,22;
109:3;110:14; 123:16;
129:15; 135:23; 139:20;
145:3; 164:8; 171:5;
174:3,7;176:11, 18;
177:10;178:3, 21, 197:24;
261:2, 20; 265:22; 268:6;
277:13;331:23;336:1;
348:12

careful 60:17,17;61:8;
72:7;104:3, 22; 132:23;
147:25

carefully 84:9; 279:18;
343:13

carmustine 192:4
CARPENTER 5:19,19;
142:17,18;154:7;157:17;
165:8;167:3,4,6;173:12,
13,16;183:12,12;335:2,
3,18;344:25;349:1;
357:10, 21;358:16;361:6
carried 272:22; 295:21
carries 200:17
cascade 69:10

case 76:8;81:1;97:22;
121:15; 148:16; 172:20;
176:18;177:22: 193:22;
211:6,24;217:17; 219:13;
238:15; 242:15, 23;
259:23;294:11; 297:5;
298:6;301:10;318:15;
349:20;354:13

cases 71.7,83:1;92:12;
93:2,128:2; 238:18;
239:13, 15; 240:10, 19;

256:17; 266:12
catastrophic 55:3
catch 181:21
categorical 261:17
categorically 133:18
categories 22:7; 293:3;
297:25,305:6
category 137:3, 257:2;
2984, 5, 14; 305:20;
336:22

catheter 26:13; 69:2;
128:1

causality 117:12, 16;
118:2

cause 28:15; 29:6;39:8,
13;109:20; 232:3; 293:14;
344:20

caused 29:24; 43:15;
49:9,24:51:4; 141:4;
313:23;316:14

causes 299:3;356:14
causing 55:15

caution 95:16; 103:11;
120:21;125:23;127:14;
133:19

cautionary 101:21;
104:6

caveat 157:2,9,20
cavity 195:25;216:21
CBC 123:24

CCOP 5:12

CCPG5:12
cell42:11,11;150:19
cells 175:13; 191:25;
194:21;195:1,8
cellular 9:4

censored 298:7,9, 13,
21;312:24

censoring 220:25;
221:9;297:4
censorship 313:8
Center 4:12, 20, 22, 25;
5:18;6:12;17:5;19:7;
34:25;55:6; 86:15, 23;
87:2;182:12, 16, 20;
184:10: 187:19;207:2,6,
14; 208:4; 209:25; 212:1,
1,25;213:8,12,17,18;
242:5;244:5; 251:1, 5, 15;
252:7; 254:10, 13; 260:1;
261:16,17,21;262:2,2,5,
5,8,8;285:11; 287:18;
292:3,4:293:13, 25;
294:12,17, 25; 296:25;
311:23;323:21

centers 34:12, 13, 16;
54:1;86:19;92:10;93:19,
20; 192:22; 198:25; 203:7,
8;207:4;212:5; 213:1, 8,
12,14;214:1; 244:8;
245:1,1,5;262:9, 11;
272:11;282:1,288:2,4,5,
6,300:19;323:24, 25;
330:12

centigrade 263:5
centimeter 191:23

central 26:12; 27:20;
145:13; 238:12, 16, 20, 23;
2394, 10, 14, 17; 240:3;
241:3, 14;288:17;311:20;
325:7,19;326:10,18,19;
347:19

cerebella 224:21
cerebral 197:17,19;
226:20;258:5,12, 21, 24;
299:6;338:22

certain 74:15; 88:24;
98.9; 131:14; 215:20;
295:14;300:2; 310:11;
318:11;335:25;360:20
certainly 10:9, 13;56:1;
72:13,22;74:3;84:11;
86:14; 104:20; 158:14;
166:1;175:23; 177:16;
206:21;211:1;324:12;
332:15;333:24; 339:9;
356:5

cessation 22:19

cetera 313:4

CFS 344:6

chair 9:11;49:17; 53:23;
1557

chair's 83:22

chaired 102:17
chairman 47:9, 14; 50:3;
189:1,17;190:8; 2845
chairmen 125:11
chairs 70:15;73:11
challenging 108:19
chance 60:7; 64:10;
95:20; 219:8; 260:7, 11;
267:10

change 9:25; 10:3, 4, 14;
11:4;40:6; 57:7; 106:20;
107:4;123:14; 125:16;
129:11;131:10; 134:23;
138:13; 149:3; 156:20;
159:2,6; 163:22; 164:20;
170:16,19;171:6; 179:11;
214:21;244:15;271:16;
286:10; 298:4; 359:24
changed 147:4; 155:24;
231:9;341:10

changes 43:22; 44:14;
69:9;70:24;77:18;80:21;
116:14; 124:4, 13,19, 20;
127:14;129:13, 21, 135:2,
3,9,10,22;164:5,9, 25;
178:14, 16; 180:2; 181:6;
214:17;225:3; 270:9;
271:20

changing 151:19; 153:9;
169:13

characteristic 41:12;
204:12,19
characteristics 24:22;
35:1,11;41:3;119:12;
120:6,12;122:25;127:5;
199:6,9; 203:25; 204:2;
2067:14

characterize 79:24
chart 35:5;51:3;72:24;
92.9, 20,96:22; 213:1

Charts 34:16, 23; 50:25;
92:22

chase 360:18
checking 294:1
chemically 249:8
chemotherapeutic
16:18;192:5; 282:20
chemotherapies 79:6
chemotherapy 34:14;
39:9, 14;40:10; 44:22;
54:17;81:4, 8;82:13;83:2;
90:15, 16;93:18;94:14;
103:21;104:2; 139:24;
161:22;175:8, 14; 192:3,
24;193:4,12; 287:23, 23;
288:22; 289:4, 5, 9; 330:15
chest 54:24

Chicago 4:18; 182:22
CHICO 5:24, 24;106:17;
111:23,25;118:5; 1311,
6,11,16,21; 133:16;
134:4; 135:3, 22; 136:4;
137:19, 20; 1384, 15;
139:12; 140:1, 16, 19;
171:20, 23;179:7
chief 189:24
Chien 321:21
chimed 347:7
chip 268:4
choice 12:1;125:13
choices 103:2
choose 51:6;273:22;
274:11,275:9;277:11
chooses 53:18
choosing 298:3
CHOP 150:19,21
chose 66:3, 4
chosen 57:8; 295:19;
343.9
Chris 5:16;7:4; 166:21
chronic 267:15
circuitous 259:11
circulation 194:24
circumstance 52:17;
62:12:81:25; 105:25;
253:3
circumstances 93:9, 23;
274:20;300:2
circumvents 195:12, 13
cited 40:11;193:19
cites 120:18
citing 54:8

City 5:10;183:5
CL-0180 35713
claim314:21,22, 23
claimed 291:12
clarification 91:17;
137:22;138:11;139:12;
144:9;255:7;313:14;
321:24;349:12
clarified 106:7
clarify 71:1;73:18;89:23;
90:3;98:21; 112:21;
162:14; 168:8; 169:23;

cadence - clarify (6)

Min-U-Script®e Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

170:2; 244:19; 250:22, 23;
257:7;334:15;338:9
clarity 326:23
classed 294:6
classic 150:18;254:15
classification 160:20
classified 288:15
classify 51:1;2577
cleanest 132:15
clear 9:19; 10:10, 20;
11:5;42:24; 54:16; 55:8;
56:7,61:1;74:19;92:16;
144:5;151:12; 213:2;
215:14;219:12; 224.4;
248:6; 250:9;320:19;
343:4;345:22; 352:5;
356:11
cleared 194:23
clearer 341:1
Clearly 17:20; 42:22;
43:14;72:12;88:3;120:8;
133:2;134:16, 19; 162:16;
194:4; 226:22; 236:25;
242:15; 255:12;302:5
climate 89:1
Clinic 17:3,5;19:8; 21:2,
6,13;22:15;29:23;31:17;
32:2, 10, 23; 49:17; 60:5,
5;63:18;64:11;67:18;
70:2;102:11;113:17;
142:10; 182:18; 213:24
clinical 11:22;15:20;
16:4; 25:5; 26:8; 27:11;
31:12;34:7,35:16;37:12,
20;41:2,6;42:17; 44:8;
45:22; 46:9, 25; 50:19;
62:6;64:2;67:19;69:6, 14;
76:23,24;77:2;82:20;
83:3, 25, 84:13;92:24;
104:5;109:23;112:8, 10;
114:24,25;116:17;
117:17;128:6; 129:6;
141:24;150:12; 151:17,
17;158:1; 165:25; 177:25;
180:2,6,7;186:17; 187:8,
17; 188:23; 189:3; 192:10,
12;195:15; 197:13; 1989,
10, 11;201:15; 202:5, 24;
210:23; 211:18; 228:6;
234:6; 235:8; 253:18;
256:19; 2584, 5, 18;
269:9;270:21, 22, 271:4;
284:16; 286:23; 300:1;
302:15;305:17;314:9;
319:10;323:19;325:2;
360:15
clinically 18:1; 208:13;
218:16;221:25; 222:19;
224:20, 25; 225:4; 234:5;
260:25; 270:10; 271:19;
300:6;333:2
clinician 62:6; 104.7;
155:5; 239:13; 2719, 14,
19;316:23;327:16
clinician’s 158:5
clinicians 25:16; 40:25;
46:19;61:1,7;82:25;92:7;
161:24; 226:19; 2587;

343:23

close 60:17;67:8;94:9;
98:24; 263:25; 264:1
closed 56:11, 12, 25;
142:6;259:7;276:19
closely 138:18; 221:15;
315:14

closer 124:1;135:23
closure 197:24; 227:2;
228:18

closures 197:19
Coalition 13:15;47:14;
7%:6,20;111:13

codes 290:23

codify 104:3
coexisting 68:8
cogitate 361:2

cohorts 208:14

colitis 89:16
collaboration 110:22
Collaborative 189:22
collapse 65:13
colleagues 28:5;40:12;
47:19,54:8,192:23
collect 158:23;346:9
collected 34:8;35:3;
126:2; 228:5;297:18;
346:8

collecting 38:21; 233:5
collections 228:9
collective 32:14
Collectively 26:13
College 111:17

colon 9:7,17; 25:9; 30:8;
50:20; 53:6; 55:19;67:17;
107:6;111:14, 16; 149:15;
169:3

colorable 336:4
Colorectal 9:12,23; 114,
13,18;12:17; 14:3, 15;
16:14;17:25;18:2,13;
26:18,22:27:2;31:10,13;
38:23; 44:25;60:2;
108:25; 109:4, 10, 110:16,
22:111:4,12,15,16;
113:4;114:12; 125:10;
127:10; 128:23; 130:12;
141:19

column 269:13;303:20
combination 14:12, 16,
22:16:2; 18:21, 24; 19:5,
19;20:11; 218, 15, 23,
22:5,19,23%;23:1; 249,
13;25:2,7:26:23;27:3,
11;28:3;35:7:42:9:43:2,
13;45:4;75:2:80:16;
109:6; 112:24; 113:10;

114:11;115:11, 20, 22, 25;

123:5,131:12; 151:13, 18,
20;175:19; 193:4; 268:2;
269:6

combinations 18:12;
41:19;55:19;69:21;
112:22

combine 319:16

combined 13:25; 28:1;
32:8,18;87:18;99:20, 20,
209:13,15

comfortable 67:7;81:16;
83:18;144:19; 180:18;
272:4;32%:23
comfortably s6:8

coming 4:4;13:11; 88:10;

195:24; 340:16

Comis 47:13;73:5,19
commend 57:19; 71:5
comment 8:10,; 13:2;
49:14; 56:21;68:10, 19;
76:23:81:19;82:16; 87:9;
92:1, 14;93:10; 101:21;
102:11; 131:25; 135:18;
140:25; 145:12; 168:24,
25; 185:9; 243:3; 245:16,
19; 250:15; 256:10; 263:1;
265:10, 12; 266:5; 268:25;
270:20,22,277:22;
281:23;315:7;322:6,11;
332:22;335:5; 342:23;
347.6,353:6;358:18
commentary 284:17
commented 248:1;
255:21;286:5; 292:11, 16
comments 55:.4,70:7,9;
73:4; 135:21; 140:22;
141:13; 1433, 16; 153:13;
165:7; 166:3; 170:18;
172:16; 175:15; 237:6;
240:13; 24%:20; 266:6;
267:9;272:18; 286:15;
3054, 16;322:5,7, 17, 20,
22:324:16,21;327:22;
339:6, 14, 25; 341:5;
342:14, 16;351:4;361:1
commitment 25:24;
26:11;339:20
committee 4:5; 5:8, 13;
13:12;18:4;19:21;39:1%;
40:15, 18;47:24, 25;48:1;
57:5,13:63:9, 19; 66:4;
80:14;82:11;89:22;90:2;
91:6;92:21;112:14;
129:8,9;130:15, 16, 21;
141:11;146:1; 166:16;
181:11,20; 182:6; 183:3;
210:25; 236:10, 14;
240:22; 275:18; 284:6;
286:13, 15; 299:16;
300:11;305:14;306:3,7;
307:23;333:13; 340:16;
356:1;360:14
committee’s 7:18;38:25;
39:2,5;114:20
committees 125:11
common 36:3; 160:14;
171:17; 196:24; 209:15;
226:9, 11, 233:16; 299:9;
355:13

commonly 21.7;47:2;
51:13,14;70:11;192:5
communication 61:8
community 10:5; 16:4;
31:4;34:1,11,37:2,8,22;
44:8; 45:20, 22; 53.25;

54:7,60:5;61:25;71:18;
81:21;84:5;86:14,17;
93:13,21;98:22; 130:1;
139:5; 145:19; 147:21;
152:21;162:9
comorbid 86:6
comorbidities 103:10,
10; 160:6

comorbidity 68:3, 4, 7;
86:5, 10; 88:13; 95:7;
102:9

companies 31:8, 24;
259:12

Company 13:25; 14:6;
39:3;44:18;80:21; 139:1,
7;173:24, 25;174:19;
177:2; 209:4; 245:23, 25;
246:1,1,3;247:12;
252:17,21;253:9; 254:18;
280:10; 285.7
company’s 130:24
comparable 52:13;
145:4; 231:15,; 256:16;
2579

comparably 20:17
comparative 19:4;
283:14

comparator 17:8;326:6,
9;344:5

compare 23:14; 37:6;
65:13; 237:21, 290:12
compared 18:5, 20;
29:13;33:5; 49:9; 63:10;
93:3.118:7;119:1, 3;
121:12;122:2, 8, 14;
126:17,23;127:2;128:5,
19;139:13, 14;179:9;
181:6;196:10, 19; 228:2;
234:3; 241:3; 289:24;
325:20;326:11;328:5;
338:15

comparing 127:19;
137:23; 241:14
comparison 15:6; 19:9;
23:20; 28:25; 29:15, 17;
49:5,12,13;52:2,80:9;
94:10; 110:1; 139:18;
144:17, 22; 149:2; 221:5;
229:14; 296:6;312:25;
322:15

comparisons 24:21;
71:7;120:20; 125:21, 23;
127:4;132:15; 133:25;
144:16, 18, 20; 152:10;
225:7; 240:8; 293.6;
307:4;309:8, 14
compatible 152:6
compelled 12:18; 38:5;
85:1

compelling 132:24;
278:4

competing 6:24
competitive 110:4
complete 116:6;117:23;
119:9; 161:10; 189:12;
191:19;318:25
completed 40:22; 187:8;

191:3,12; 246:24; 247:1
completely 85:2;88:21;
139:15,17;211:8;310:18
completing 202:19
completion 86:18;
250:18
complex 26:10;92:15
complexity 25:21
complicated 39:25;
58:16;82:18;106:10
complication 229:24;
338:25
complications 40:21;
229:18; 299:1,5,6,9;
321:16;338:25;339:24
compliment 80:2
component 25:7;
114:20; 127:9; 129:4;
279:1,3
components 278:15
composition 267:19
compounded 264:2
compounding 78:24
comprehensive 71:6;
110:2;112:7;117:20;
164:16 A
comprised 25:23; 38:22
comprises 26:7
comprising 18:14
compromise 36:2;
159:22
compromised 36:20;
158:12
computed 29:18
computer 50:10, 10
conceded 302:4;306:15
concentrations 77:10;
195:8
concept 59:23; 60:3;
105:20; 169:8
concepts 60:21
concern 7:12; 29:25;
43:15;55:10; 56:14;
68:25;71:3; 80:24; 84:18,
18;89:14;91:21; 129:24;
130:4, 6; 143:7; 165:15;
266:7,274:22:297:22;
329:12;334:20;336:13;
346:12, 24
concerned 14:23;89:5;
103:25; 158:11; 160:23;
171:14, 14;323:20;
329:23;332:24; 333:4;
343:24
concerning 6:21;7:16,
19,21;30:21
concerns 15:13, 16;
27:13;34:21;43:12;
68:20; 80:8; 91:20;
124:16, 25, 148:2; 175:18;
181:20; 205:24; 268:10;
323:19;325:5;338:10, 17;
345:21;354:13
conclude 24:5;37:21;
144:6; 232:23; 291:17;
294:20;299:17;312:2;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(7) clarity - conchade



004 ana prug Aamumsirauon

December 6, 2001

UNCoI0gOoC Drugs Advisoty Commiittee

69th Meeting

356:6

concluded 25:1; 56:20;

193:12;293:10
“elusion 52:20, 22;

4;73:12;195:20;
3:21;323:10; 343:10

conclusions 24:19;39:5;

42:17;,56:8; 188:14;

- 200:22 -
conclusively 192:8
concomitant 175:11
concomitantly 175:8
concurrently 24:17;
114:3
concurs 73:24
condition 37:10; 86.6;
221:15;316:15
conditions 68:8; 69:14;
86:9; 230:6
conduct 58:22; 217:15;
246:10,11;247:21;
298:20
conducted 27:20;77:4;
92:6,15; 110:4; 188:10;
196:14; 197:5; 198:20, 24;
209:5,18;212:11; 220:9;
227:22;230:21, 23, 237:1;
245:11; 246:8; 251:15;
274:21; 289:19
conducting 30:4
confer 193:12; 204:18;
233:7

‘ferred 221:18

fers 223:17
confess 345:19
confidence 51:18;72:12,
15;73%:1; 201:4; 213:6, 13,
25;214:10; 215:6; 235:3;
273:18,23;274:18;
291:14
confirm 198:6; 202:5
confirmatory 285:4;
304:14;305:21, 23;324:9
confirmed 79:17; 191:2
confirming 324:14
Conflict 6.4, 6, 13;7:9;
184:1,3,11,24
conflicts 8:1
confounding 221:20;
263:11;354:19
confuse 275:18
confused 316:21;
317:12;319:3, 8;323:18;
330:23;332:23;339:6
confusing 104:19
confusion 332.7
congenital 283:3
congratulate 67:24
conjunction 39:18;
87:14; 200:24; 201:23;

10;305:22

nhected 93:20

connecting 351:21
cons 174:19; 285:20
consciousness 298:11

consecutive 64:16,;
230:11;231:20; 232:16
consensus 25:11;73:10;
300:25

consequence 19:16;
275:6,8

consequences 55:3;
96:24; 258:23; 270:9

consequential 41:8;

85:9; 252:2 ,
Consequently 50:8;
226:21;274:19;275:2
conservative 66:2
consider 12:15;33:25;
69:1,74:5; 123:22;
124:16; 129:8; 145:9;
173:19; 254:16; 284:13;
296:14; 304:6; 333:23;
354:3
considerable 210:15
consideration 11:7;
157:21
considerations 227:3
considered 44:16;
55:16;69:22;91:6;
112:20;128:12;129:21;
144:3; 240:4, 6; 278:19,
23, 290:18;300:11;
305:22;330:17;331:9;
349:5
considering 32:21;36:1;
41:16;110:17;122:16
consistency 56:6; 214:2;
234:19;260:12; 297:21;
300:19, 20;329:3
consistent 14:17; 17:24;
19:23; 26:25;32:24;37:3,
10,17;39:7; 44:15; 48:23;
67:4;98:11; 120:4;
160:20, 21; 215:9; 218:15;
235:1;255:17; 257:7;
260:3;272:9; 274:16;
278:5;285:11;304:2;
328:22;333:22, 25;
334:11;341:23
consistently 41:13;
67:13;77:23;98:25
conspiring 277:3
constantly 181:2
constellation 58:1
constitute 7.6
constituted 302:13
constituting 178:17
constraint 211:21
consult 245:12
consultant 245:14
consultants 246:23
consultation 10:25
consumer 8:12; 185:12
contact 209.9
contacted 31:23; 247:11
contain 228:15
contained 253:22
containing 20:21; 29:2;
19%:6;325:23

contains 210:17
contemporaneously
21:16

contention 207:25
contentious 206:1
context 15:16; 29:4;
30:22;33:24;36:12, 25;
70:24;109:23; 119:11;
120:10; 141:3
continents 140:10; 145:3

.continuation 126:24

continue 15:19; 46:24;
47:16;56:16;63:21;
64:19;81:3, 4, 8,82:9;
83:23:111:4;124:5;
138:25; 165:18; 167:25;
169:25; 226:18; 259:14
continued 63:5; 64:21;
G7:5; 108:7;147:20
continuing 67:5;118:5
continuous 74:14, 18;
85:3;87:14;113:12, 15,
21;118:10,20;119:17;
125:12;126:23;127:2, 20,
23;128:4,8,10,19;
130:10; 141:21; 148:25;
279:19; 280:12; 293:2
continuously 76:11;
279:25

contract 38:18
contralateral 265:1
Contrary 225:5;274:10
contrast 21:22; 128:13;
142:7,193:19; 203:16
contrasted 20:24; 29:5;
233:14

contrasting 23:21
contribute 243:10
contribution 128:12;
129:5; 140:9, 14
control 15:1, 24; 20:18;
21:17,25,22:5,24:17;
27:25;28:19;30:11;
42:25;43:9; 45:16; 46:4;
48:20; 52:14; 62:23;
63:18;114:10; 118:12;
119:1,7;121:23; 1258,
14;128:25; 141:24; 142:9;
207:17,22;208:23, 23;
210:14; 219:8; 229:21;
255:13; 299:15;301:19,
20;343:25

controlled 18:15: 187:1;
192:10; 195:7; 206:9;
208:17; 210:2, 23; 212:4;
218:10; 234:20; 262:16;
279:10; 345:10;352:18
controlling 211:13;
212:18;217:3

controls 71:21;99:2;
212:9

controversial 174:21
conundrums 328:1
convened 38:10
convenient 117:9
conventional 217:5, 23;

264:4;315:10; 335:25
conventionally 16:22
converse 328:17
Conversely 24:1
conversion 280:12
convert 242:18
conveyed 209:3; 328:4
convince 274:4, 24
convinced 52:19; 53:2;
3599

convincing 133:23;
218:1;259:4;357:15
convincingly 218:18
convulsion 256:18
Convulsions 226:10;
227:20,21; 228:1; 255:10;
256:19; 257:3

Cook 190:2
Cooperative 13:16; 15:1,
14;27:15;31:7, 21, 22;
32:4;34:21;38:13, 24;
42:15;47:15, 48:6; 52:20;
58:22;59:22;70:2,4,15;
73:6,10,11, 20;84:1;
92:5;93:11; 98:24;
109:13,18;111:14;112:3,
9,17;113:6,24; 114:7,;
116:22;118:6;119:6, 16,
19,20, 25;123:2,7;
125:12; 134:6; 141:2, 16,
23;142:12; 144:19: 149:5;
154:11;163:16
coordinated 38:18
coordinating 28:6;30:11
cope 213:3

copies 13:12
copy 6:25;184:15
coronary 69:15,17, 18;
115:12,12

corpus 264:21; 265:1
corrected 345:5
corrections 60:23
correctly 130:23;131:3,
13;321:13

correlate 78:7
correlated 264:9
corresponding 118:12;
128:25;129:4
corroborate 23:7:42:8
corrupted 346:13
corticosteroids 197:18,
22

cost 246:9;334:25
costly 334:25

costs 107:15

count 91:2;98:2,3, 18;
123:25; 247:8,;313:25;
347:18

counted 297:2; 298:5, 6,
7,21;314:3
counteracted 243:16
countries 187:23; 203:5;
207:5; 209:13; 212:13;
244:9,288:3

country 12:18;34:9;
93:18; 144:8; 147.6;
207:4,7,15; 2084, 15,19;
209:12,16;211:23, 25, 25;
212:1,1,9,18;213:22, 23;
214:6;215:12,12; 2184,
14; 219:5; 223:23; 242:2,
6,16,21;243:1: 245:2;
250:13;251:5, 12; 252:6,
8;254:10, 11; 261:16, 20;
262:2,9,11,12; 263:23;
265:18; 279:15; 280:14,
17,290:3,17,292:7;
293:8,9,13;294:1,4, 14;
295:6; 296:24; 297:20;
305:16,19;309:2, 5;
310:10;311:6, 8,13, 14,
15,16, 17, 23;323:20;
332:3;337:14,16,17;
341:19,19
country-wise 251:2
counts 123:21
couple 85:1; 93:21; 95:3;
130:22; 236:18; 244:17;
281:14;323:1;339:6, 25
Coupled 25:19, 25, 26:15
course 43:10; 498, 12;
50:22;52:13;53:12;
54:17,22;58:12, 13; 60:8,
23;61:22;65:2;67:14;
68:12;74:13, 14; 85:23;
87:10;93:21;94:3,19;
109:10;123:18; 138.7;
144:22;151:25; 174:8;
224:15; 238:13; 240:1;
241:7;244:14; 247:24;
254:19;310:18;316:5;
321:15;332:1
covariate 318:20
covariates 208:9, 14;
290:15; 291:23; 292:18;
295:4;318:11
coverage 39:23; 106:1
covered 106:24; 279:13
Cox 75:9; 219:10, 17;
251:4;318:8, 16, 25;
319:3,24
CPT61:14

CPT-11 14:13, 25; 15:14,
20,23, 16:6,13;17:22, 23;
18:4,7,9,12, 21, 24;19:5,
10,12,22;20:1, 5, 10, 20;
21:5,11,19;22:2, 14;
23:9,21;24:8,15; 25:6,
24;26:14, 22, 24; 277,17,
24;28:3,19;29:21; 30:5,
8,18;31:2,4,19;32:23;
33:4,8,18;34:1,6,18;
35:2,10, 19, 24;36:2;
37:4;38:3;42:18, 23; 43:1;
44:11, 22, 45:9, 11, 24;
46:19; 48:21, 25; 49:7;
$2:24;53:2, 16; 56:5;
58:16; 59:3, 5;63:19, 25;
64:2,10;67:16;72:1;
77:11, 19, 85:20;96:1;
107:5, 8, 25; 108:1; 1314,
10,11;135:12; 140:9, 14;
147:7,148:12; 149:6, 24;

concluded - CPT-11

®

Min-U-Script® Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

151:10,13;152:2,4, 5;

153:5

CPT-11's17:25

CPT-11-based 25:2

CR 162:15

crafted 209:2

Craig 183:10; 185:15;

. 189:24;353:7
cramping 169:21;
170:17,23
cranial 203:17; 224:12

" craniotomies 237:22;
256:17;257:11,11;
330:16
craniotomy 191:4;
230:6,11,17;231:3,7, 20,
232:8,13;233:1
crazy 357.18
create 7.9
created 12:11
creating 215:22
creation 110:21
criteria 103:16; 135:14;
171:18; 203:10; 264:15,
20,22, 298:3;325:1
criterion 269:4, 14,17
critical 10:6; 30:24;
36:12;37:19;43:10,17;
94:22; 208:22
critically 112:16
criticism 1416
cross 23:19; 24:21, 80:9;
94:10; 125:22; 127:3;
132:14; 133:25; 152:10
cross-study 71:7,129:1
crossing 324:22
crude 216:22
crux 59:16
CS8F 226:5, 8, 23; 2288,
12, 18;229:5;233:8, 15;
299:12;339:3
CT 190:24; 203:17
cumulative 50:6
current 8:9;11:4;31:2;
38:1;43:3; 44:6, 10; 45:1;
81:8,16,82:6,10;84:19;

107:3; 109:1; 163:22;
170:20;171:24; 185:8;
205:18; 2154, 233:15;
236:6; 286:25

currently 9:11, 10:5, 21;
81:2; 124:5,10; 129:10;
142:14; 143:15, 25;
153:15;165:2; 170:5;
186:18; 234.7; 284.:22;
329:15:347:12;353:24
curve 75.7,8;,77:12;
87:22,24;88:2,7;,99:9;
101:12;103:23;224:2;
249:23: 276:7; 290:23
curves 77:11,13;99:12;
223:25; 248:9; 249:20;
276:14;277:5

Cushing 189:16

cut 74:16, 17, 216:5;

293:3

cut-off 103:11;264:18
cut-offs 1335

cutoff 289:22; 295.24;
324:3;327:5;331:22
Cutting 360:18

cycle 35:2;36:12;37:16;
39:17, 21;66:7, 20, 25;
79:11, 15,19, 87:20;
93:25,94:16, 22, 99:23,
123:24; 126:8, 10, 15, 21;
127:1;132:7; 1357, 9,
136:15, 19, 23; 1374, 6;
138:23;165:17;170:8, 10,
14;172:14;173:3
cycles 107:25; 108:14;
113:2:117:21;127:1;
287:22

cytotoxic 22:22; 55:13;
56.3

cytotoxicity 39:10

D

daily 12:8

Dana 189:2,12;198:14
danger 282:4
dangerous 84:4; 115:23;
143:1

dangers 23:19

data 10:16; 15:12; 16:5;
20:6; 23:7; 24:6, 25; 25:10;
27:6;29:5,31:8, 12, 16;
32:5;33.7, 13, 22;35:5;
36:12, 25;37:8;42:8, 14;
43:11,44:3,4,7:45:10;
46:11;47:10;50:2; 52:12,
23;53:8;57:1,3,4,12;
58:3, 24;60:9;61:15;63:8;
66:3, 8;68:3; 70:21, 21,
22,71:2,3;73:23,74:17,
21;79:5,9, 14, 16;81:20;
84:19,20;85:11,12,22,
25;88:18;90:25;95:24,
25;96:8, 16,97:8; 102:8,
9, 103:3; 104:23; 105:3;
109:23:110:2;112:8,19;
114:9,18;116:6,17,23;
117:4,5, 20, 23; 119:10,
11, 14;120:3;125:25;
126:1;129:7; 131:14, 24;
132:8, 23;133:12, 22;
134:1, 4; 144:5; 145:5;
146:21;147:1,4; 148:5, 7,
23; 149:1; 150:11; 154:15,
21;158:13, 23; 160:22;
162:8, 18;173:10;177:23;
178:4; 193:22; 202:20;
204:24; 206:4; 209:7;
228:4;229:22, 25, 230:2,
3;231:11, 14, 15; 233:20;
235:5,6, 21; 239:3, 5, 16,
21;240:10, 13, 23; 241:24;
242:15; 245:12; 246:25;
251:8,19;252:4,7, 10,17,
25;253:1; 254:17; 261:22,
24;262:13; 263:14, 15, 19;
264:10; 268:14, 22;

276:15,18;277:23; 278:3;
285:14; 286:13, 14;
297:17;298:8;301:12;
304:9,307:17, 18, 24;
308:2,3,7,9,14,17,17,
19;310:13;315:3, 3;
321:12,15,18;322:9, 14,
15;324:6,9,20;325:3, 6,
7,12,19;326:3,17,19;
329:18;330:8; 333:25;
334:11, 13;338:4; 344:4,
24;346:7,9;350:11;
353:17, 18, 21, 23; 354:3,
5,8, 16

databases 263.6
dataset 337:11, 15

date 197:13; 198:21;
295:24

dated 254:7;322:19
dates 34:18; 294:5
David 7:19; 183.6

day 81:7; 83:15;93:4;
169:12; 181:24

days 22:13, 25; 26.7;
28:16, 21, 29:6,9; 30:20;
49:24;50:24;51:9, 11, 22;
52:3,4;54:1:63:2;64:4,
16;65:1;96:6, 21; 99:23;
109:20; 110:8; 113:12;
116:24;117:3,5,19;
118:9, 13,17, 23; 120:25;
121:8,9, 16; 123:4;
128:17;131:15; 138:6, 7;
145:21;171:25; 178:5;
226:1;228:2; 231:8;
232:1; 248:24; 249:1;
257:17,17; 298:25; 299:2,
4;316:4,338:22

de 17:14;31:17;32:17,
33:2,64:17,65:14; 75:17;
78:22;113:20

dead 161:18

deal 147:18; 180:14;
215:20;342:1

dealing 58:7;95:2;
145:24; 177:9; 206:1;
329:6;,332:18;347:16
deals 321:6

dearly 268:17

death 9:7, 21; 22:12, 22,
25,23:4;24:17; 277, 29:6;
32:16;39:9; 40:21, 45:16;
46:3;50:23; 53.25; 62:13;
63:1;64:5,85:14;87:19;
96:20;110:13; 116:20;
117:13,25,118:12;
119:13;120:7;123:1, 3,
132:21; 133:3; 138:6;
141:22;142:8, 23; 145:17;
146:4;176:21; 297:2, 3:
298:6,7,9, 13, 20, 24;
299:1,4, 5;312:24; 313:5,
8,22, 24,25;314:2
deaths 15:2;22:7; 23:11;
28:10, 14, 16; 29:8;39:17;
51:1, 21, 24, 24:53:19;
56:3; 85:18; 96:6,;97:12;
99:22; 109:17,19; 110:8;

112:2,9,17,114:7,8, 22,
23,116:8,21,24;117:2,4,
18;118:5,7,8,17, 23, 25,
119:5,7, 16, 20, 24;
120:24; 1217, 8, 15, 20;
122:17,128:17;131:14;
134:5;138:8; 141:15;
145:25;179:19;324:13;
338:19, 20,23
debatable 352:14
debate 45:6; 273:19;
275:5,355:14

debated 274:23; 275:8;
2787

debilitation 55:15
debulking 284:25;
330:17

decide 85:4; 162:4
decided 142:16; 251:9;
252:17,307:20

decision 9:25; 56:22;
63:19; 80:21; 83:13;
91:18, 19; 261:16; 265:21;
295:13;307:25;323:20;
339:8,10;344:21;345:3
decisions 92:19; 104:8;
161:25

decline 126:12; 202:25;
203:1;222:2,3, 21;
223:10, 16; 224:18;
234:11,17;249:19,22, 25
declines 250:3
decrease 160:17;
175:10;197:19
decreased 59:20; 71:23;
199:17

dedicated 59:22

deed 254:23

deemed 188:7; 215:7;
330:15;351:18

deep 115:13; 229:8;
230:8, 14,18

defect 232:3

defects 327:24
deferential 123:25
deficiencies 58:9; 144:5
deficiency 58:15
deficit 190:21;313:3
deficits 312:25

define 102:4; 103:15;
163:6; 198:8; 201:15;
273%:.22; 285:24; 306:16
defined 20:16; 28:14;
279:22,23,24;287:11;
306:17

definitely 103:12; 243:13
definition 22:11; 143:11;
145:14, 25; 231:22; 232:2,
4,5;233:5; 258:6; 331:13;
348:2,23

definitions 29:13;112:22
definitive 80:12; 274:13;
281:21;353:18
definitively 328:12
degree 55:12;83:1;

117:7;158:22; 160:14;
212:10; 217:13;302:4;
336:23

dehiscence 228:22
dehydrated 171:15
dehydration 176:14
delay 82:13;316:13
delayed 234:10
delaying 234:16; 248:14
delays 137:1

deliver 330:18
delivered 288:24
delivery 37:16; 107:5;
228:15

delve 59:12
demographic 35:5
demographics 93:17
demonstrate 234:18, 21;
235:1

demonstrated 9:20;
10:11;11:6;14:17; 19:23;
45:15;46:3;110:12;
111:9; 224:24; 229:1;
234:5; 235:13,300:5, 8
demonstrates 43:12;
221:18;222:22; 224:13,
22;296:1
denominator 214:17
deny 43:9
department 189:1,17;
190:8
depend 155:19
dependent 83:2;96:17,
20
depending 244:14;
250:9; 260:8;327:10;
335:7
depends 216:21;261:25
depletion 86:24; 88:25
depressed 24:4
depriving 162:22
derived 27:14;352:9
describe 15:12,17;
271:24

described 58:2; 138:13;
146:14

describes 22:11
describing 92:3; 117:4
description 57:23
descriptions 96:14
descriptive 72:10, 1 1
design 189:6; 198:17;
202:7, 17, 205:20; 206:3,
24, 25; 208:4; 210:9;
218:7,8;236:19;242:4;
245:13; 246:22; 247:16,
21;251:22; 253:19, 24;
255:4; 287:16;334:13;
343:20;346:8;354:7
designated 73:9
designation 254:11

designed 192:2; 212:11;
236:25; 246:8; 247:14;
297:9; 306:10; 309:20;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

©

CPT-11’s - designed



Food and brug AdNumisration

December 6, 2001

UNCo10goc Drugs Advisoty Lommittee

69th Meeting

327:6;328:13,19;343:11
designs 18:16;31:15
desirable 10:9,17
Ce202:1
red 361:1
uesk 13:9,20
despite 36:18; 175:2;
. 244:5;268:9,14;339:13;
342:15
detail 154:22; 198:16;
249:14; 290:6;310:7
detailed 102:9;227:11
details 322:9, 13, 15;
323:3,3
deétect 196:25; 243:1
detectable 107:20;
286:21
detected 292:20
deteriorated 316:15
deterioration 296:19, 23;
297:1;298:11
determination 107:9;
159:14;242:4
determine 19:13; 29:4;
34:5;198:10;302:10
determined 6:11; 7:10;
50:18;117:23; 184:9;
188:5; 241:24;271:15;
216:13
determining 109:21;
117:12;324:12
lop 40:17; 88:24;
5;331:25
aeveloped 17:3,4;19:1,
6;28:4;54:3;57:12;64:11;
245:10, 23, 256:22;
273:20
developing 46:21
development 14:9;
16:13;18:11;40:13;62:13
developmental 9:3
diagnosed 11:17;
107:17;187:10, 19, 22;
188:3, 8; 190:14; 201:1,
24;203:16;225:24; 234:1;
265:22, 24, 268:7,17;
281:19; 285:6; 2872,
288:9;301:10;314:25;
334:2;349:10;350:14;
352:22;356:22;357:16;
358:12;360:17
diagnoses 239:12;
281:12
diagnosis 9:8;12:21, 23;
190:23; 191:2,6, 11, 15;
20%:21;238:8,9,17;
239:4, 8, 20, 21, 25;
241:15: 266:15; 267:6;
281:5,17,18, 21, 22;
287:22, 25; 288:16; 289:7;
207-22:303:3,11;318:1
snds 213:10
¢ anous 249:10
diarrhea 20:12, 14, 15;
39:25,76:13,15; 80:24;
81:2,13;82:7,83:9,15;

84:2; 88:24;97:14, 23;
105:8;106:5, 10; 108:9;
123:18, 20; 124:6,8,12;
126:21;135:7,8,15,17;
138:20, 22, 24; 165:15, 16,
20; 166:15, 22; 167:9, 23,
24; 168:5, 11, 20; 169:3,
14,20,24;170:6,13,17;
171:11,16;172:6,10;
173:3,18;174:8,10, 11,
24,1752, 19
diarrhea-free 40:9;
82:14;168:3
dichotomized 279:20
dichotomous 280:13
dichotomously 279:23
dictated 273:7;307:17
dictating 253:20

die 86:25; 145:20, 21;
190:19;333:19

died 28:20, 23; 30:20;
38:12;40:16; 50:25;
51:11;74:7;85:19, 20;
113:5,23;114:5;115:19;
119:22;121:11; 123:6;
289:22; 295:24; 297:4;
338:21

differ 205:1; 223:13
differed 231:16
difference 30:21; 48:8;
85:8, 10, 23, 86:21;127:4;
128:13;133:8; 135:1;
142:21,22;149:16,17,19;
170:21; 193:10; 2197,
224:6,17;227:24; 257:15,
20; 258:16; 262:23;
265:25,279:18; 280:6,11;
286:3, 8, 20; 289:16;
291:5,7; 292:6, 24, 296:2,
12;297:16;304:12;324:4,
8;335:8, 13, 14;356:16
differences 22:16;
24:22;25:20; 26:15;
58:14;74:5;95:8; 110:6;
120:15; 125:24; 127:6;
129:1,5; 139:24; 1817,
204:14;207:21;227:8, 14;
228:9,24;229:2,11;
233:3; 259:8; 267:18;
297:14;299:11;313:2, 5;
323:22:326:13;327:7, 8,
13;336:8

different 16:23; 17:21;
20:13;29:13;75:23;
81:25;101:10;112:22;
116:20; 133:11; 137:23;
140:10, 10; 145:1,2, 2, 3;
147:4;151:25, 25; 1559,
18;156:18; 160:19;
166:15,17;170:10;
171:24; 178:6; 203:5;
223:8,11;226:13; 227:21;
232:5; 233.4; 240:25;
241:2,10; 244:10; 247:13;
255:9; 258:14, 24; 270:14,
15;273:3,5,6; 275:19;
281:10; 283:2, 5; 287:1;
311:5;316:17;318:14;
324:3;325:25;327:12;

332:11,12,18;341:10;
344:10;346:15, 22;
355:16

differentiate 256:21, 24
differently 103:15;
132:25; 133:3;134:20;
237:18;259:3;267:4
differing 23:5

differs 235:22;288:14
difficult 49:4; 50:14; 85:4,
5,22;108:19; 109:24;
296:15;339:10
difficulties 139:18
difficulty 10:8;80:10;
345:20, 24

diminish 219:18
dinged 93:1

direct 54:16; 125:21;
144:22;221:5; 225:21;
355:11

direction 243:18; 244:16;
326:22;335:9, 10;347:15
directions 176:17
directly 8:20;18:11;
38:24; 2264

director 6:3; 183:23, 24;
186:11; 189:8, 19, 25;
205:6

disagree 180:16; 276:13
disagreement 238:15;
301:23

disagreements 286:1
disappeared 313:7
discarded 63:18
discern 40:24
discernible 23:8
disclaimers 159:16
disclose 6:22
disclosed 325:8;331:5
disclosure 13:2;325:6
disconnect 84:4
discontinuations 22:1,
4,41:18;87:19;99:22
discordance 239:17, 20;
240:3, 266:8, 20; 267:1
discordant 269:20
discouraged 324:11
discrepancies 240:17
discrepancy 49:8
discrepant 28:25
discretion 47:17; 159:20
discriminate 87:6
discrimination 158:10
discriminatory 85:25
discuss 129:8; 136:6;
140:24; 155:18; 164:17;
173:24;174:17;177:2;
198:21; 205:8, 16, 24;
206:10, 16; 215:23; 290:8;
350:7

Discussants 323:16
discussed 86:4; 102:18;
112:23;124:15; 139:4;
162:1;179:2; 181:15;

218:12;227:17; 233:9;
275:22; 285:17, 21, 290:5;
334:19

discussing 161:18;
293:23

discussion 7:18; 14:3, 5;
44:1;79:25;89:25;90:2;
113:7;129:18;130:17, 18;
135:1, 25;139:3,9;
140:22; 141:11; 142:17;
152:8; 154:13; 155:13;
156:19; 158:3,7;175:3, 4,
18;179:15; 210:16;
236:12;270:4; 279:6;
306:4; 323:14; 335:5;
340:1,7; 343:21; 345:15;
348:1;351:13;358:18
discussions 7:16;8:2;
141:5; 178:13; 184:25;
210:18;300:13; 340:9;
3439

Disease 5:12;11:16;
14:22;15:23;16:17;
22:18;25:4; 27:23;33:19;
38:4; 42:20, 24; 43:3, 13;
46:18;47:3; 48:20; 50:19;
54:21, 21;55:10;57:22;
68:13, 14, 15,69:15, 19;
102:15,19;107:21; 111:1;
115:12;118:6;119:4;
125:17;151:4; 161:10, 11;
162:4; 190:19; 192:14;
194:3;198:13; 220:13, 17,
21;221:2,10, 21;226:2,
17,227:7,230:12; 231:21;
248:21; 249:1; 2637,
265:17;267:16; 277:15;
278:3; 281:15; 287:3;
288:23; 289:6; 301.9;
315:9, 15;328:24;329:16;
331:21, 23, 25;332:10, 19,
20,339:22, 24;347:12;
353:12;355:10; 356:4
disease-related 28:15;
438

diseases 160:3,5,7,9;
332:11;340:10;355:12
disorder 256:25
disposition 41:5
disproportionate 112:1
disproportionately
119:1;121:12

disregard 85:22; 298:18
dissecting 133:24
disseminated 152:20
dissemination 34:20;
39:4

dissimilar 15:7
distance 105:2

distant 105:18

distinct 17:25;331:8
distinction 142:19;
282:10;355:12
distinctions 282:17
distinguish 354:20
distributed 121:9; 204:5;
303:13

distribution 19:17;76:1;
120:16;121:5; 127:5;
204:4; 281:8;288:7
distributions 35:8
disturbed 327:21
divide 74:10;87:11;
163:12
divided 96:22;99:11;
114:21; 245:4;343:18
division 6:2;183:22
divorce 134:16
doctor 11:21
doctors 83:3; 108:13;
147:22;177:25
document 16:1, 5;37:8;
193:20; 207:12; 225:6;
229:13;230:1; 231 4;
247:19; 248:3,; 280:5;
292:12;309:19;325:11,
13
documentation 24:11;
44:24;45:2;321:11, 14,
18;333:2;341:15
documented 9:19; 22:8;
29:20; 45:24;310:5, 11;
356:7
documents 114:2
done 29:20; 55:2; 56:20;
57:14;70:17,72:8, 14;
75:9,78:25;96:16;97:19;
101:8;129:23; 133:13;
139:15, 15, 16, 22; 145:19;
151:10; 165:22, 23; 180:1;
181:16, 17; 213:1; 238:5,
7;249:5; 253:11, 23;
260:4; 265:18, 20; 266:19;
281:4;298:2;310:12,12,
18;312:19;322:10, 14;
335:11;346:2
Donna 6:1
dosage 25:13;66:19
dose 10:15;35:19;36:3,
8,10;37:9,11, 15;40:6, 7;
43:19; 44:5;47:12; 56:15;
65:8, 20;66:5,7,10,19;
67:6,78:1,7,12,19, 21;
79:1,8,9;80:22; 81:3, 16;
82:4,10;84:16,16;91:1,
19, 22;92:23:93:25; 94:3,
5,6,7,12,12,13;95:15;
116:11;124:4, 17, 20, 20,
22;125:1;126:16, 18;
129:15;131:20;132:1, 2,
7,10;135:12, 13, 14;
136:15, 19, 21;137:2,3,6;
142:4;154:12, 23; 1551,
4,9,10,10,16, 19,22, 22,
24,156:1,5,6,9, 16, 20;
157:25;158:11; 159:2, 15;
160:13, 16; 161:3; 163:8,
11,20,22;164:9,18,19;
165:10,12, 14, 18; 166:8;
167:25; 168:4, 6, 169:21,
22;170:6,7,9,13,15;
172:6;173:3,4,16,17, 19,
22;178:19;179:1, 2;
181:14; 186:23; 263:15,
17;315:22;316:3, 12, 13;

designs - dose (10)

Min-U-Script®e Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

Food and Drug Administration

December 6, 2001

69th Meeting
324:5 14,17,20;101:1,19,19, | 24,24;245:8,8,9,15,15, | 14,15, 19, 24;360:2,6,6,
dose-level 57:10 20;102:10,17;10%:12, 14; | 18,19,20; 246:21, 25; 8,9,10,11,12,19;361:4, E
: X 104:4,9, 10, 24, 24, 25, 247:13,17,23;248:7,11, | 4,5,6,8,9,10, 11, 12, 13,
d“““’?‘f'ai‘%?,’j _ 25;105:15,20;106:13, 17, | 16,19;249:3,5,12,15, 15.16, 18 E 11118 181
doses 34:4;35:22;36:2, . PN » A 111:18;181:13
6.17.5514,578, 7012, | 3 111:22,22,25,1185; | 16,17,22,2505,6,6,7, | Grags 4393 44.4 e-mail 50.2
78:22:81:23: 82-2. 04-15: | 130:14,19,22,131:1,2,6, | 14,15,23,25;251:1,7, draw 56.8.72.23 e o
' g 19 *19,11,13,16,17, 21, 25; 13,13;252:12, 21; 253:4 RS e-maiis 507

126:4,6,13, 14; 127:14; iAo I L 23 1 &b ’ e izt L _
1423324 132:4,8,12,12,13; 13,25,25;254:1,3,4,8, | drawn 188:15;213:10; | earlier 60:18; 146:14;

O 133:16,22;134:4,10,11, | 20,20,21;255:19,23,25; | 247:24 291:20;292:22
dosing 25:17; 40:5; 15,21, 21,1353, 22; 256:1,5,6,8,9,9,11; | DRGs 176:11 earliest 61:18
95:23;173:6,195:1 136:4,7,7,8, 10, 12; 257.1,9,12,18,19,22, | grive 357:18 early 9:21: 14:24: 15:2:
dot 214:8, 11,20, 23; 137:16,18,18,19,20,20; | 23;258:3,13,16,19,20, . ' ‘ 27:16: 28:10:37-21;
215:5 138:4,10, 10,11, 15; 25;259:9,10,18,18,19, | 9riven313:4;337.21 4020, 43.7: 45:16. 46:3:
dots 213:9,9, 18,23 139:1,11,12;140:1,2,2, | 19;260:10;261:12,12, 13, | drives 88:5 48:8,59°9;60:7; 61:11.
dotted 290:23 3,4,16, 18,19, 24; 23,24, 262:14; 263:12; driving 218:2 62:8,13,63:4;85:14, 18;
double 24:1; 255:1 141:12;142:17,18; 143:3, | 264:12,13, 24; 265:2, 3, 4, drop 79:20;126:5;286:9 | 87:15;88:23;89:11;
double-blind 187:1, 13, 3,5,14,16,18;144:1,1,2, | 7,9,10, 11; 266:5; 267:17; drcpped 62:19, 21, 24 104:15; 106:1; 109:14;
15;202:9; 234:20; 235:16 14, 14, 15, 21, 23, 24, 25; 268:20, 20,21;269:1, 22, 6346 i3‘64'1%‘ 1;6'723 110:13;112:2,9,17;
double-masked 206:20 145:10,10,11;146:8,8,9, | 25;270:13, 20,21, 25; T AR BRAS, 255 113:5,23; 114:8, 22, 23;

' ' dropping 66:19;136:25 | 115:19;116:8,21; 117:11;

doubt 252:13;339:20
Doug 5:21; 183:14
Douglas 6:16

Douillard 10:9, 19; 25:12;
26:7,10;31:19;33:4, 11;
46:2, 15, 68:25,75:17;
113:10;130:10
Douillard/de 19:16, 20
down 60:15;88:10;
152:25;153:4; 160:18, 18;
180:8; 228:22; 252:15;
255:14, 15; 256:1, 4;
267.4;269:10; 281:15;
312:18;317:11;342:11
doxylcapsidabine 82:1
DPD s8:15

DR 4:3,11,13,17,21, 24;
5:1,3,5,9,11, 14, 16, 19,
21,24;6:1,2,18,22;7:14,
14,15,16;8:12,23;11:8;
12:25;13.7, 23, 14:7; 19:6;
27:10; 284, 5, 30:12;
40:12;47:9, 13, 19, 20, 22,
25;48:3,13,18;49:11, 13,
14, 16, 21;50:22; 53:20,
20,21, 22;54:11;55:5, 23,
56:1,9, 10, 13, 23; 57:18,
18,19;58:3, 11, 59:6;
60:9,16;61:21;62:2, 11,
11,12, 14, 20, 25,635,
15:65:3,10,12, 16, 16,
22;66:9,23.67:1,2, 11,
13, 21,22, 22, 23;68:10,
17,22,23,23,69:7,12,
23,23,24;70:8,9, 14, 18,
19;71:1,15;72:3,6, 11,
18, 23;73:3,15,19,19,
23,25,74:8,25,76:22;
77:24, 24,25, 78:18; 79:4,
23, 23,24;80:2,4,7,25;
81:15,15,19;82:14, 15,
18;83:21;84:17, 24, 24,
25;85:12;86:13;87:10;
88:20; 89:6, 21:90:3, 5,6,
19,19, 20;91:4, 16, 16,
17,17, 23, 24, 24, 25;
92:4, 13:93:10, 94:24, 24,
25;96:3,3,4,9,11,13;
98:13, 14,19, 19, 20, 21;
99:4, 19, 25; 100:10,12,

9,25,25,147:1,8,8,16,
17;148:9,17,17,18;
149:1, 4, 10, 16, 21, 21,
22;150:4,10, 16,16, 17;
151:8,8,9,23;152:14, 14;
153:2,12,17,19, 20, 22,
24,25;154:1,2,3,4, 5,6,
7,8,9,14, 18, 19, 20;
155:6,6,7,21;156:2,8,9,
10,11,19, 21, 23, 24;
157:5,7,8,9,12,13, 14,
15,16,17,18, 19, 20;
158:3,17, 24, 24; 159:10,
10,11, 23, 23, 24; 160:11,
11,12;161:5,5,6;162:6,
13, 13, 14, 25, 25; 163:1,
9,10, 14, 19, 24; 164:1, 2,
12,23;165:1,3,5,7,8, 10,
12,13, 14;166:3,4,6,7,
10,12,12, 14, 20; 167:1,
3,4,5,6,7,11,15,20,22;
168:2,8,12,15, 15,16,
18,19, 22, 23, 24, 25;
169:1,7,9,10,19; 1704,
18,19, 23, 24, 24, 25;
171:4,9,10,17, 20,21,
23;172:3,8,16,16, 18,
22,22,23,173:7,7,8, 11,
12,12,13,15,16,21;
174:6, 13, 14, 16, 23,
175:3,4,15;176:3, 4, 23;
177:1,3,6,7,7, 8, 20, 20,
22,178:8,10,179:1,4, 5,
7,13, 14,15,16,17, 20,
21,21,22,24;180:7, 15,
15, 16, 23, 23, 24; 181.9,
12,17;182:4,11,13,17,
19, 21, 23, 25; 183:4, 6, 8,
12,14,17,18, 20, 22, 24;
185:12, 20, 25; 188:25;
189:2,7,11,15,18, 21,
24,25;190:1,4,7,10,11;
198:14, 18, 18;205:5,9,
14,15, 15;215:19; 218:20,
21,21;219:4;236:9, 15,
17,17, 18, 20, 21, 23;
237:7, 10, 14, 15, 23;
238:5, 19, 20, 239:3, 4, 6,
9,12, 16, 19;240:2,9, 12,
18,21,241:5,11,13,17,
17, 19; 24233, 10, 19;
243:21;244:18,18,19,22,

271:2,3,6,10,11, 13, 21,
22,272:2,16, 16,17, 24;
273:9, 11, 274:3; 275:3,
10,11,11,12,12,12, 14,
14;276:5,7,16;277:16,
19,19, 20;278:7,11;
279:5,11,11;280:1,9,9,
10, 18, 18, 20, 21; 2814,
22,24;282:21, 25, 283:11,
17,22;284:2,2,5; 286:23,
25; 290:5, 8; 292:15;
295:16, 18; 299:19, 22;
306:2,2,5,8,23;307.7, 8,
10, 14, 19;308:4, 11, 23;
309:9, 18, 21,310:2,3, 3,
4,17,22;311:3, 10, 24;
312:4,19,22;313:10, 13,
16,18,20;314:4,5, 11,
17,23%;315:2,6,17,17,
18, 24;316:19, 19, 20, 20;
317:1, 2,9, 18, 20, 24;
318:5, 10, 24;319:5, 5, 24;
320:6,13, 15,19, 25;
321:5,5,6,7,7, 10,21, 25;
322:18;323:5,12, 14,17,
324:4,15,15,17,20;
327:18, 18, 21,329:5,5,6,
8,24, 24, 25;330:2, 11,
22:331:19,19, 20;332:7,
21;333:9, 10, 21;334:2, 3,
15,15, 21;335:2,2,3, 13,
18,21, 23, 23, 24; 336:15,
16,17,19,22;337:1,4,
24;338:7,7,8,19:339:4,
14;341:3,5,5,7, 23;
342:7,15,17, 20, 23, 25,
25:343:1,17,344:3, 14,
15,15,22,22,23,25;
345:6, 16, 19, 23, 347:2,3,
4,4,5,24;348:5, 16,17,
19, 20, 21, 22; 349:1, 3, 4,
13;350:2,2,3,6,10, 11,
15, 20,21, 23, 24;351:3,
6,10,11, 13, 15, 23;
352:1, 2,5, 19, 23;353:3,
5,6;354:2,5,11, 15, 20;
355:1, 2,4,6,6, 11, 24;
356:1,5,9,12,12, 21;
357:4,5,6,7,8,10,11,12,
18,18, 20, 21,23, 24, 25,
358:3,4,5,7,8, 10,13, 15,
16;359:3,4,5,6,11, 12,

Drug 6:12,20;14:9;
16:18, 20; 28:15; 29:8;
37:16;41:5;43:13; 53:6;
58:19; 76:25;77:20,22;
105:13; 107:10, 16; 1173,
13, 19; 176:25; 180:8;
184:10; 214:13; 237.10;
245:10; 246:19; 261:5;
265:8; 284:22; 299:23,;
300:1; 304:20; 305:8;
333:12,12;334:9;335:16;
344:13;352:16
drug-related 23:11;39:9
drug-use 34:9

drugs 46:21; 58:8; 59:3;
78:11;82:1; 86:21;95:6; .
116:1;151:22;346:18;
353:11,13

due 22:1,17;41:18;51:8;
69:1;86:16; 125:23;
126:24; 128:23; 161:15,
15;176:10,11;177:11;
191:21; 220:21; 269:14;
294:23;299:5;311:21,
318:21

duel 333:18

Duke 4:20; 182:16:
189:19;265:11, 21,2673
Duluth 5:12
Dumondepor 238:19;
239:5

dural 197:18, 24; 227:2;
228:17

duration 162:16; 228:11
during 22:12; 25:22;
29:9;39:21;40:12;53:12;
87:20,93:25; 107:24;
108:5;113:8;115:10;
116:25;123:23; 126:14;
135:7;178:9; 1874,
208:2;211:21; 224:9;
228:4,247:25, 25,2814
dynamic 52:18
dysfunction 23:18;
35:18;36:6

dysnia 54:24

119:16, 24;120:7;122:17;
133:6; 141:15, 22; 142:8,
20;145:17;146:13, 17;
148:14; 149:19; 150:5;
177:5;178:2; 233:12;
259:7; 276:13; 280:21;
304:25

ease 32:7

easier 87:1

easy 196:3; 259:2; 267:6;
341:4;355:13

echo 147:16

ECOG 47:14;70:2; 73:12,
16,21

economic 13:3
economical 89;2
edema 197:18; 225:18;
226:20;228:17; 258:22,
24

Editorial 356:21;358:18
editorialize 359:7
educate 15:19;62:8
educating 162:12
education 105:23;
152:23, 24; 159:7
educational 46:24

EEU 230:22

effect 39:13; 76:9;91:22;
101:14, 17, 129:23;
179:19, 20, 192:23;
196:11, 25; 200:3, 12, 19;
205:23; 206:10, 23;
208:21;212:17, 20;
213:19;214:2,7,19;
215:1,2,11,18,22; 216:7;
217:8,9,17;218:2,8, 16;
219:18;220:5, 24; 221 4,
18,20;222:8,9,11, 14,
24;223:20; 224:2, 14, 19,
22;229:1; 234:4; 250:2;
260:2; 261:2; 270:17;
272:8;,274:6,9, 16;
278:25;279:1;287:12;
292:11, 19; 295:21,; 300:7;
317:9;335:9, 10;336:8;
337:12:342:18;346:10;
347:17;349:6,9;354:23
effective 10:19; 46:17;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(11) dose-level - effective



Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

62:9;111:2;334:22
effactiveness 107:9;
153:8; 302:4;305:8;352:8
ts 53:11;108:9,11;
.8; 208:23, 24; 219:8;
w12, 17, 228:17; 2331,
8;338:13
efficacious 129:11
" efficacy 10:10, 16; 14:11;
19:4; 23:20; 24:25; 26:14;
59:20;60:7,75:1, 19;
116:15;122:6, 14; 124:14;
127:15;129:17, 24; 130:5;
134:9; 158:12; 159:4;
164:3;178:15,17, 24;
179:12, 18; 180:5, 22;
189:13; 198:6; 199:4;
200:23;201:6,17,21;
202:10, 21; 205:2; 218:23;
234:21; 235:1, 15, 2877,
289:18; 290:9, 19; 299:23;
321:12,15
efficiency 243:5,15,17
eHfort 196:6;340:23
efforts 46:24
eftusion 228:25, 25
eight 62:17; 121:16;
248:9;336:24;337:8, 8;
357:12;361:18
either 10:10; 17:2; 25:16;
27:23;30:8; 51:3; 58:3;
$9:15, 23;67:18;87:19;
© 10,9115 116:14;
1;173:5;193:2;
: 5 207:10; 227:13;
238:16; 244:16; 248:21;
256:9;274:7,276:11;
280:23; 281:6; 289:2;
293:18; 296:5;308:14;
316:6;318:3;325:22;
328:9;331:3,11;339:14
elaborate 59:6;249:13
elderly 90:8;95:12;
102:2;104:1
elected 237:16
elevated 24:4;98:3
Eleven 257:22;360:12
elicit 360:4
eligibility 264:15, 17,
325:1
eliminate 78:23; 100:4;
205:21
eliminated 348:10
eliminating 100:1
else 48:12; 60:3; 273:6;
332:23;360:10
elsewhere 265:17
embolism 55:1
emerged 52:4
emlodapin 346:18
E—~ry 5:15; 1839
ional 339:15
t...Nasis 261:11;
350:24
emphasize 45:14;
103:18;104:4;122:12;

324:19
emphasized 208:2
emphasizes 326:25
emphasizing 23:19
employ 208:5
employed 17:7;28:12;
32:12;37:24;47:2
employing 46:19
encounter 173:1
encourage 38:2; 46:24;
92:18;177:18
encouraged 254:18
end 22:13, 25; 29:10;
60:12;63:10; 66:6;,77:13;
78:5; 100:22; 103:23;
108:14; 190:4; 248:5;
263:9,10;302:13; 341:8;
346:1
end-line 128:1
endpoint 196:16; 202:10,
12;218:24;219:22;
220:25; 222:20; 225:10;
269:6,7,9, 19; 287:7;
291:21; 296:14; 300:7, 14;
301:24;302:6;304:19;
305:9
endpoints 101:7; 104:15;
198:11; 199:4; 201:6;
202:21, 24, 221:23,25;
268:23; 275:24, 25, 2878,
13;295:17;300:21;
305:11,12;324:10; 3439
engaged 9:10
engine 51:22
enhance 38:15
enhancing 105:22, 23;
203:16
enjoy 108:7
enjoying 12:6;53:24
enlarging 286:11
enormously 176:12
enough 52:23;78:17;
91:11;108:12; 147:11;
149:8;152:11; 167:13;
178:3; 188:7;350:10;
355:20; 356:8
enroll 237:5
enrolied 19:1, 18; 23:18;
33.9; 56:25; 58:23; 85:15;
117:11;120:10, 13, 22;
121:1:187:6,17;193:2,7;
196:17;199:6; 202:14;
203:7,15, 23, 288:2;
295:21
enroliment 187.9; 288:1
ensure 12:19;82:13;
109:25
entered 102:16; 289:20;
294:7:304:19;305:18
enters 211.7
enthusiasm 350:9
entire 93:3; 117:4; 241:7;
342:8
entirely 48:23; 269:5
Entries 292:10

entry 115:16; 120:2
environments 152:1
enzymes 58:10,17
EORTC 297:7
epidemiologically
208:10

epilepsy 231:18

equal 77:9; 102:21;
122:21,22;279:21; 293:4
equally 19:2
equivalence 213:19
equivalent 211:4, 8;
269:3

era 150:12

error 207:17; 253:22;
260:17;261:7; 275:9;
282:8; 293:21;321.:9, 16,
23;322:12,16; 3237
escalate 66:15, 24
escalated 137:6
escalation 186:23
esoteric 283:5
especially 61:5;102:8;
104:14;115:24; 120:17;
143:24; 158:17; 174:20;
176:12; 300:2; 340:5
essence 73:19; 88:10;
92:10; 130:23;329:8
essential 265:16
essentially 138:20;
3238

establish 74:15;117:15;
129:23

established 16:25;
17:13; 24:8, 21; 25:5; 29:3;
68:16;72:8
establishing 16:12
estimate 201:16; 205:22;
206:23; 212:19; 218:7;
272:7;274:9,15;277:12;
291:14; 296:3,326:14
estimated 26:20, 23;
109:7,9; 206:10; 207:20;
208:24;212:24; 214:3,6,
11,15;215:8, 18; 258:7;
278:18;291:4
estimates 213.7, 21;
273:15,17, 23, 274:2, 4, S,
25;301:25;304:4;346:10
estimating 200:2; 258:4
et 193:21; 2307, 10, 16,
23:231:3,17;232:7,12,
17,3133

etcetera 95:8, 8, 96:22;
97:12;108:10; 146:17;
158:21;178:22; 232:4;
266:17;271:17;283:4
ethical 150:2, 14
Europe 17:1, 11; 19:1;
28:4;68:24;139:17;
262:6,7:272:11
European 31:22;46:1;
128:5; 203:4; 230:5, 22;
237:2,15

evaluate 12:16; 112:16;

125:18;271:5
evaluated 33:12; 41:7;
116:6;117:14; 200:12
evaluating 31:13
Evaluation 6:12; 21:3;
29:11;30:16;77:5;112:9;
114:20;119:12; 184:10;
203:2;222:4;281:2

even 6:8;38:7;40:3; 51:2;

71.6;74:7;78:14;81:6,10;
89:16, 17;92:23;98:24;
104:21; 107:20; 131:18;
133:25;137:7; 139:1, 6,
18,22,23;142:16; 144:18;
152:25;157:25, 25;
158:22; 160:8; 165:1;
175:20;180:12; 184:5;
216:15; 217:15; 229:16;
242:8; 253:4; 2584, 14;
260:7;275:20; 282:16;
309:21;326:8;327:15;
330:23;332:4;333:3;
336:11;347:13;350:3,7;
353:22;360:25

evening 246:5

evenly 303:13

event 8:1; 21:21, 25;
22:22:23:4; 24:23;48:11;
49:24; 50:4; 54:4; 55:11,
25;69:1,5; 116:8; 184:25;
226:3;228:21,232:5;
297:2; 298:5,6, 8, 10, 21;
313:9,23,25;314:2,3;
321:19,20

events 15:9;21:18;22:2;
23:9;28:9;39:12, 14, 16;
41:16, 18,19;42:7,44:24;
50:7;53:15; 54:15; 55:9;
56:2;57:14,15,17;61:13;
68:9,17,69:8,9;87:23;
96:8; 98:10; 99:20, 21, 24;
104:16; 116:2,5; 126:24;
226:15;227:9,12,15;
231:23, 24,25, 232:2;
233:6; 245:14; 272:1;
291:3,3;313:24; 358:23
eventual 12:12
eventually 246:2; 258:11
everybody 8:19;67:14;
136:18;171:12; 253:7;
360:3; 361:20
everybody’s 111:21
everyone 4:4; 139:13;
141:14; 169:16; 181:18;
268:10; 283:23, 24;
332:23;341:12
evidence 10:4, 21;15:22;
35:17;37:15; 40:4; 60:10;
95:12;112:7;,142:12, 25,
147:13;148:1; 154:10;
155:14; 163:15; 188:14;
215:10,15;233:12, 18;
260:12;261:6;274:17;
285:3, 4; 290:20; 291:16;
299:23:300:3; 301:5;
305:7,8;317:8,328:25,
2%;332:6;344:19;350:12,
17:351:3,6,7,19;352:7,
9.9,21, 25;353:1,354:22;

356:16;357:3,15
evident 14:23;39:14;
74:17
evoived 328:4
exacerbated 51:5
exact 171:13; 179:6;
191:10; 275:5;337:14
exactly 63:15;94:11;
101:23; 102:1; 144:9;
148:18;171:11;172:13;
236:23; 243:17; 253:10;
266:6;307:19;317:11;
334:21;337:17;343:3;
354:5
exam 271:15, 20
examination 191:3, 13;
271:13, 16;321:19, 20
examined 192:23
examines 191:7
example 17:13; 23:21;
36:5;42:10; 54:23, 25;
79:10;87:15, 18;94:12;
97:19;121:15;144:6,7;
155:1;157:24; 165:10;
174:21; 178:20; 238:21;
267:2;273:2,294:7;
298:9,11;312:6;341:3
examples 135:19;
346:15
exceed 291:15
exceedingly 115:23
excellence 203:8
excellent 24:11
except 98:12; 225:1;
293:7;310:25;313:21
exception 84:13; 227:16;
339:1
exceptions 6:15; 184:13
excess 176:21;212:16;
217:1
exclude 8:5;122:10;
137:14; 155:2; 185:3;
237:16
excluded 7:18, 20;
133:18; 236:22, 24
exciuding 137:6
exclusion 8:6;185:5;
264:20, 22
Excuse 90:3;106:18
executive 5:7; 183:2;
189:24
exercise 83:6
exercised 54:23
exist 69:19;81:17;
125:21
existing 37:15;331:2
exists 10:11; 263:16
expand 140:19;261:4
expect 98.4; 105:2;
145:4; 208:5; 210:5;
253:23; 255:13; 276:12;
3448
expected 20:9; 21:9;
48:12;108:17;119:3;
193:14;194:1;204:17;

effectiveness - expected (12)

Min-U-Scripte Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

286:6; 349:9

expecting 145:5
expeditions 273:2
expense 10:8
experience 12:15; 21:24;
33:14, 25;35:5;37:2;
45:18; 46:6; 48:24; 49:7;
62:3;64:2,7,17;69:15;
82:23;95:9;122:13;
127:22,24; 128:3; 146:14;
173:1;197:13; 228:6;
256:8; 261:6; 262:7;
266:2; 270:22, 23; 282:7:
329:14;330:11, 19, 21;
339:17;340:3; 358:23
experienced 115:19;
1164, 8; 228:1, 21
experiences 107:8
experiencing 27:12;
41:21

experimental 28:22;
29:2,30:9;49:1;52:11, 14
expert 240:5,6; 241:8;
326:7;345:23

experts 38:23; 326:9;
329:11;355:25

explain 49:20; 257:25;
276:2;337:24;341.9;
349:19

explained 331:16
explanation 69:5;
120:24; 131:8; 258:1;
336:12;349:17

explicit 209:23
explicitly 280:2;309:3
exploratory 337:1, 5, 20
explore 119:15
exploring 30:4
explosive 267:14
exposes 117:10
exposing 195:7
exposure 77:11;194:25;
293:1

extend 45:1;303:3;
344:20

extended 285:6;305:24
extending 9:24; 110:16;
304:7

extends 344:18
extension 65:6; 264:25
extensive 71:12;112:18;
127:22; 265:17; 270:21;
330:19

extensively 33:12;
206:5; 210:25;315:7;
3479

extent 12:3; 194:14;
198:10; 262:19; 263:20
EXTERMANN 5:1,1;
67:22,23;85:12;101:19,
20;103:12;131:13,17;
132:4;154:1, 14, 19, 20;
156:11; 157:9; 159:23, 24;
1754

external 57:12

extract 68:3
extraneous 210:1, 14;
211:14; 2123
extrapolate 324:6
extreme 137:15; 211:4
extremely 153:10;
161:23,23;180:21; 1971

| eyes 315:13

F

face 12:21;16:11; 124:5;
271:18;275:3;284:19;
309:10;341:13;354:16
faced 31:15

facing 12:22

fact 16:20; 55:9; 56:2;
58:6,9,20;62:1;71:18;
81:23;84:14; 85:5; 86:16;
88:9;98:15; 109:7; 140:8;
145:22;152:15,17,22;
153:5;156:12; 157:21;
162:18;174:16; 179:18;
194:23,207:2; 211:11;
214:5; 215:8, 16; 220:1;
242:21; 243:17; 244:6;
247:18,25; 248:4; 249:8;
250:14, 16; 253:15;
262:13,23; 264.8; 266:9;
274:25; 278:15, 21;
307:11;308:20; 309:10;
321:12;329:12;330:19;
331:24;335:6,337:6;
342:3;346:4;349:19
factor 51:20;75:16, 19,
20;85:25;86:13,91:2;
98:5,16;131:18; 132:1, 9,
10;133:7;199:23; 200:2,
16;208:16; 217:21; 2196,
14;262:22;263:17,18;
280:12;282:19;294:4,17;
296:21;317:15;347:17
factored 343:10
factors 37:14; 40:20, 24;
42:5,12;54:18, 20,689,
11,12;69:21;75:14, 15;
76:4, 25;78:24; 87:16;
95:2;97:7,193:6; 194;7,
14,17, 19; 200:2; 201:9;
204:9; 206:8; 207:23;
208:19; 215:20,22; 216:1,
4,6, 10, 14, 19, 24; 2174,
7,10, 10, 16, 20, 218:1,

19;219:9, 12, 20; 220:3, 4;

222:17,272:4; 276:25;
278:12, 15, 19, 25; 288:8;
312:7;317:4;318:7;
319:14, 18;326:2
failure 18:6; 2439

fair 173:9; 212:14; 253:8;
350:10

fairly 83:10;96:25;98:1;
101:7; 206:5; 218:7; 244:1
fairness 8:8; 185:7
failing 214:3

familiar 105:6; 111:7;
216:19

familiarity 105:15
families 332:4

far 88:1;91:8;1054;
134:8;135%:22; 199:10;
211:17;228:10;320:15;
335:4;340:4
tascinating 53:22;
105:20

fashion 286:14;310:23
fatal 23:9;39:11; 61:13;
116:2

fate 157:22

favor 89:3; 128:10;
143:11,12; 167:7; 169:16;
225:2; 243:25; 262:23;
272:13; 291.6,; 296:8;
302:20;304:5;335:11;
341:25;342:6

favorable 235:19;
288:18;302:19;303:12;
304:23;335:10; 3369, 21;
337:22;338:1,2
favorably 33:5;37:6;
179:18:336:4

favored 125:13;326:2
favoring 10:2;46:12;
125:17;223:22; 296:1
favors 199:24, 25

fax 13:15;49:24

FDA 5:8, 25;6:1, 3; 8:3;
14:17;25:11; 27:9; 43:25;
44:2;89:25; 106:18;
111:24;112:13;114:3, 13,
18,21;117:14; 130:19;
138:17;139:8; 155:25;
178:12; 183:3,17,19, 21,
23,25, 185:2; 186:18;
188:5;193:20; 200:11;
202:18;207:12; 225:5;
229:13; 230:1; 231:4;
236:13;241:12; 248:5;
250:17; 254:5; 266:24;
268:12;279:17, 18; 284:4,
12;296:13; 297:3; 306:4,
15;322:3;323:12;335.4;
338:8,344:21;348:2;
349:12;351:24

FDA's 131:3; 188:11;
292:25; 29%:2: 356:25
FDAMA 301:7

fear 259:231

featured 160:25
features 188:6; 205:20;
206:18;324:12;343:5
febrile 96:21;97:10
February 294:8
Federal 279:11

feel 62:3;81:15;85:1;
155:13; 158:5; 161:23;
162:21;175:16; 180:17;
235:20; 254:23; 278:9;
308:9;310:25;323:23;
334:16;358:17, 25
feeling 176:22; 237:3, 10;
344:1

feelings 156:15; 166:17
teels 70:24;305:14

-

felt 12:17;38:5;40:5;
63:21;64:7, 18;81:24;
150:23; 237:4, 19, 21;
304:25;321:22

female 95:12; 203:14
females 115:6;119:24
fence 329:2;341:4
fever 21:11, 15; 40:4;
41:17;89:17;91:10;
99:21; 106:9; 123:19;
126:22;174:10,11, 25;
175:2,20

few 25:23; 54:24; 64:23;
100:4; 162:4;175:7;
176:10; 206:13; 223:24;
243:12,342:4

fewer 88:1, 3;262:9
fibrosis 195:4

fidelity 212:10

field 255:11; 287:20;
301:1,347:9

Fifteen 157:19

fight 176:17

figure 36:23;52:1;
193:19

final 98:7; 191:12;
202:14; 206:7, 219:16;
222:15;239:1,7, 18, 21,
25; 240:5, 25; 241:3, 14;
246:16; 264:12; 271:21;
281:18;305:3;312:22;
325:20;326:11, 18;
340:16;347:19;354:10
finalized 248:4

Finally 15:16;76:21;
198:9;212:4; 224:21;
225:11; 228:25; 232:16;
233:10; 235:20; 267:9;
298:16;306:15
financial 6:24;7:6,;8:4, 9;
185:2,8

find 69:5;87:16; 167:15;
261:1;334:22

finding 97:5;115:21;
153:10;277:25
findings 18:11;30:21;
34:22:35:7:37:25;38:25;
42:8;46:14;89:9; 119:19;
122:6; 298:17; 299:17
fine 84:23; 166:6; 182:13,
13;249:15;261:12, 13, 24;
262:14;264:12; 265:2, 4;
267:17,271:2;324:4;
331:19, 20; 344:14;
345:23;346:2; 3474, S,
21, 23;351:15;353:6;
354:5,15;355:1, 4, 24;
356:9;358:7;359:14;
361:15

finish 323:5

finishing 248:3
Finland 197:5;198:25
Finnish 271:23

firm 6:24, 25; 8:10; 185:9
firmly 16:25;17:18
firms 6:11;8:2; 184:10;

185:1

First 15:11; 16:14; 28:20;
34:24,;35:1;36:12;37:16;
39:17,21;51:9;53:21;
62:17,63:2, 2,64:25;85:2;
87:20;92:5; 93:25; 94:8,
16, 22;99:10, 23; 110:8;
112:21;116:19, 24; 117:5;
120:15;123:24; 126:8;
127:1;130:27; 131:15;
137:4; 141:15; 143:7;
145:21; 153:13; 156:5;
161:8;168:7; 182:5;
190:7; 205:19; 209:22;
210:19; 213:5; 216:1, 17;
218:23,227:23;228:2,7;
233:11, 236:19; 241:20,
20; 244:20; 245:10; 248:1;
251:18;252:3, 4; 254:22;
255:20; 263:13,; 267:12;
274:6;293:16; 298:25;
303:20;309:23, 321:6;
337:4;338:22;340:19;
341:8;342:9, 13, 23;
349:13;351:14;353:11;
358:1
first-course 66:5, 10
first-cycle 36:16; 41:1¢;
126:20;132:11
first-line 14:2, 14, 21;
16:7;18:6,13;25%:3, 7;
26:21;27:19;33:18;
34:19;42:23; 43:2;47:2;
48:19;109:3,11;111:11;
113:3;114:12; 125:9;
127:9;128:22; 130:11;
141:19; 246:20
fishing 273:2
fitting 104:18; 278:25
five 12:8;33:7;36:7;
38:22;52:3; 60:20; 64:4;
85:16;94:14; 149:18;
160:7; 227:25; 228:2;
229:10; 230:13; 245:3, 6;
261:8;266:11, 14, 14, 23;
288:4,6;294:2;304:22;
344:6;347:13;357:12;
358:11;361:18
five-day 179:9
Five-sixteenths 334:5
five-year 12:12

fix 147:24
fixed 17:18;191:13;
238:14; 281:18; 294:3
flat 87:24; 88:7

Fleiss 210:22
flexibility 46:21;340:11
flexible 93:2

flights 181:21

flip 358:24
tloor 130:15; 236:10
Florida 4:23;5:2

flu 105:13

fluid 86:24; 177:17;
197:20; 228:8
fiucroquinolone 106:8;
123:18;174:8;175:2;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(13) expecting - fluoroquinolone



Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

178:5
flueroquinolones
39:25; 45:3; 106:2
rouracil 69:19, 20;
4, 10: 140:11, 13;
47, 7; 148:10; 150:7;
152:6;153:8
fluorouracil-based
- -55:18;90:10- -
fly 137:5
focus 19:3;22:10;113:6
focused 116:23;271:4
focusing 20:7;91:14;
100:3;298:24
folders 111:21
follow 67:2; 132:13;
134:10;147:10, 11;
216:11
follow-up 48:9; 202:15,
16,19;276:22
follow-ups 276:19
followed 191:19;192:15;
199:3; 231:8; 270:17
following 6:5, 14; 11:25;
114:21;129:8;184.2,12;
209:22,219:15; 222:15;
235:21
Food 6:19; 246:19
force 309:6
forego 162:4
foreign 274:12
’ amost 353:11
=t 151:9
vt 192:13
formal 33:24;72:9;
139:7;166:1; 238:14
formally 45:4; 76:24;
114:18;138:16
FORMAN 4:15, 15; 8:16;
73:25,74:1, 23, 77:20;
15%:21;157:2
format 341:22
formed 209:7; 246:1
former 45:13; 46:1;
210:24
forming 246:13
forth 264:19;306:15
fortunate 8:16; 185:15
forward 40:11;41:10;
53:6;83:13; 149:15;
301:13;335:1
forwarded 238:18;
286:14
foster 44:18
found 40:7;50:24;71:9,
22,81:22;86:8;102:18;
200:13; 281:2;338:20
Foundation 9:5; 13:14;
108:23, 24; 110:24;
*11:16, 18, 20;233:6
der 108:24
veitders 9:17
four 13:10;23:1;33:13;
34:25;36:15; 49:24;
53:14; 60:20;69:17; 86:9;

94:7,13;107:18; 108:18;
113:1;115:15;118:20;
121:18;169:25;170:1;
172:18;192:15; 198:24;
230:8;231:19; 237:14;
266:16, 23, 23; 271:25;
276:4; 283:7; 290:15;
294:3,7:303:21; 304:1;
341:10
four-week 60:12
fourth 150:20, 24
Fox 28:2
fraction 248:15
fractionated 316:4
fractions 316:5
fragment 78:16
frail 104:1
France 288:4;311:19
Francesca 190:2
fraught 78:9; 80:10;
139:18
free 12:5;124:11; 165:20;
166:22; 167:9, 24; 168:5,
11, 20; 169:14; 269:4;
270:6
Freedom 7:2;184:18
French 17:14
frequencies 22:1
frequency 22:25; 23:10;
24:23;25:20,87:22;
225:19; 227:20; 228:11,
13;229:4,7,17; 230:20;
231:2,19;232:9, 13, 19,
20, 24; 233:1, 258:21
frequent 20:17; 24:5;
225:16; 226:16, 24;
233:12
frequently 25:17, 18;
26:5;60:24,97:1; 105:6
Fried 86:7
Friedman 189:19;
265:10,10, 11, 11; 269:23,
25;339:14;356:2
front 13:9; 141:14;
316:24;317:14, 21;318:6
frozen 191:8; 238:6;
280:23; 281:17,283:9
FUlleucovorin 10:2;
28:20;30:9;33.:9; 34:19;
44:12,23,45:12,19;
46:20; 53:17;64:3; 80:18;
109:16; 110:3; 165:24
full 6:16; 28:2:35:19;
37:9:47:12;65:20;66:18;
67:6;70:12;71:8;78:21;
81:23;82:2;84:15,92:23;
93:25; 120:10; 126:6, 13,
14, 16; 132:6; 136:14;
163%:8;184:14; 237:22;
284:11
full-dose 36:14; 126:9
fully 7:15; 40:22; 134:7;
159:11; 198:7; 279:14, 15;
331:5
function 36:21:85:10;
98:9:161:12; 169:16;

186:5, 6; 188:18, 20;
199:16, 17;222:24; 223:3,
6,15;224:1,13, 15, 21;
234:9, 14; 235:25; 236:3, 5
functional 23:17; 234:11
functioning 199:19;
224:10,16
fundamentally 54:19
funded 113:22; 266:25
funny 331:3,11

further 17:21,; 43:17;
59:12;61:13; 141:12;
156:19;179:15; 268:1;
270:1; 281:1;307:9;
322:22,323:6;332:9;
343:21

Furthermore 274:16;
302:15;304:24;326:25
future 12:16; 57:22; 59:2,
2;125:9, 14

fuzziness 360.20

fuzzy 340:21

G

Gabriella 68:17, 23

gain 243:16

gained 273:3

game 244:9; 261:9
games 12:8
Gastroenterology
111:19

gastrointestinal 39:10;
40:3;57:24: 59:8, 13;
115:17,20;123%:11
gauge 50:12,13

gave 264:17; 270:3;
279:14, 16

GBM 192:9; 193.7, 20;
196:22; 197:1; 199:20;
200:13; 201:7; 202:23;
204:6;205:11; 221:24;
222:4;232:10; 233:15;
235:10; 238:17, 22, 23:;
267:22;282:13; 2875, 10;
288:12;292:2; 295:19,22;
296:7;302:25;306:12, 16,
20, 25;307:6;315:23;
349:7

GBMs 339:19

GCSF 90:24; 91:6, 10;
123:22;174:14,21;175:5,
8,11,21

gears 248:7

gender 35:8: 42:12;97:3
general 55:20;78:1;
79:6;88:8;91:11; 141:12;
157:10;169:8; 211:16;
214:2; 240:4; 243:3, 19;
300:24;315:6;330:12
generalizability 324:20;
325:3

generalizable 90:13, 14
generalization 90:8
generally 35:22; 93:20;

98:1; 137:25; 148:12;
197:16;217:1; 300:4;
310:24

generate 71:4;150:1
generated 50:2; 276:15
generating 59:10
generation 150:24
generations 150:20
generic 173:14
genetic 267:18;332:6, 14
genetically 332:11
genetics 58:18
gentleman 284:6
gentlemen 112:1
George 4:9, 19, 19; 5:3;
6:17,18:7:5,15,22;
47:25;48:2,15%,49:10;
104:10, 11;134:21, 22;
135:18, 25; 136:6; 140:4,
24, 25, 147:8,9; 153:23;
157:6; 158:24, 25; 1829,
15,15, 23; 184:14, 21;
241:17,18;242:7, 13, 24;
319:5,7,320:2,8, 16, 25;
327:18,19;341:4;347:25;
348:15;356:12, 13;358:6;
359:13;361:14
George's 134:16;311:3;
329:8

geriatric 4:22; 176:5
geriatrician 102:3
German 17:15
Germany 215:12;
237:16; 288:5;311:19
gets 134:15; 180:8;
327:12

Gl 47:10;58:1;73:9;
123:5:125:11

gist 272:3

given 14:13; 16:22;
17:17;19:10,11; 20:9;
21:9;24:22; 25:9; 26:4;
27:3;34:6;35:16;36:3;
37:9;45:7,49:12; 53.8;
57:4;91:9;95:20; 112:25;
113:11;138:1, 5; 139:25;
149:6;150:7; 175:22;
243:14; 251:22; 253:14;
265:8;279:17;281.7;
316:3,12;341:18,342:3
gives 60:22;67:9;70:12;
117:6

giving 37:14; 52:24;
60:10;66:18;81:23;82:2:
89:11;93:18;95:21;
123:22;165:23,17%:8
giad 312:23,332:23
glean 31:8;314:7
Gliadel 186:2,15,17;
187:2,21;188:2,12, 16,
24;189:5; 195:5, 10, 16,
19;196:2,7,13,18;197:8,
11, 14,15, 16, 25;198:1,
8,19;199:3, 14, 22, 25,
200:3, 4,6, 12, 24; 201:1,
11,13, 21;202:2,5,6;
204:16, 21; 205:11; 214:5;

215:9,15;217:17; 219:1,
19,24, 221:19; 222:6, 23;
223:1,2,17,22;224:3, 8,
18;225:1,2,12, 14, 16,
23;226:4,6,9,11,14, 19,
24;227:4; 228:3,6, 10, 13,
15, 19; 229:5, 13; 232:20,
25;233:6,11, 13,16, 19,
21, 24, 25, 234:3, 15,19
235:2,7,14,18, 22, 23,
25; 236:1; 238:11; 246:4,
15;247:11; 248:20, 22;
249:2; 257:20, 21; 259:11;
262:24; 265:22; 267:25;
268:2,6;269:11; 270:9,
15;272:8,13;277:3;
281:25; 282:3, 8; 283:16;
284:21; 286:16; 2871, 2,
17;288:19, 25; 289:14, 21,
23; 290:24; 291:3, 6;
295.23; 296:2, 8; 299:5,
13;302:3, 20; 304:5, 23,
315:25;326:1, 2;329:16,
19;334:4, 18;336:21, 24;
337:9;338:11, 15, 21, 22;
344:4;349:5;350:13;
351:4;352:22;353:21;
358:11;359:7;360:15
Glibac 267:21

glioblastoma 186:20;
190:16;192:12;194:10;
196:9; 238:2, 3; 240:24;
241:2; 266:7,13; 267:1, 6,
12;280:25; 281:5; 284:24;
285:13;302:23;303:10,
25;304:21;314:17, 24;
325:21;330:24;331:8,13;
332:9;338:1; 349:14, 20;
356:24;357:2,3

glioma 186:7; 187:3,6,
10, 23; 188:4, 21, 24;
189:6;190:13,17; 1911,
2,10;193:1,17,194:2,9,
20;195:11,18;196:15;
197:4, 6; 198:9, 20; 199:1;
201:1, 13, 25; 203:13, 22;
220:1;221:3; 225:13;
230:12;231:3,7,21;
232:9,13; 233:2, 14, 22;
234:2,22 24, 25; 235:12,
17,19; 236:5; 238:9, 9:
256:16,17;257:11; 281:6,
17,282:12; 283:10; 287:3;
288:9;303:4; 304:8;
306:22;307:6;314:12;
334:9;344:18;350:14;
352:22;356:23,357:16;
358:13;360:17

gliomas 264:18; 281:10;
283:5: 284:23; 306:13;
325:4,349:8

global 297:12

goal 142:6

God 179:23

goes 105:10; 254:23;
336:12

Goldberg 28:5; 47:20;
49:14, 16, 16; 56:23;
62:14, 20, 25; 63:6, 15;
65:12,16,22;67:1;73:3,

fluoroquinolones - Goldberg (14)

Min-U-Script® Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Mecting

Food and Drug Administration

December 6, 2001

3:80:2,4;81:15;91:18,
23;92:13;102:10,11;
104:4; 168:24; 169:1,9
Goldberg’s 78:18

Gon 322:2

good 8:21,21;9:2; 11:17;
14:7;44:15;74:13, 76:13;
80:1; 82:20; 88:15:94:17;
111:25;141:2,8;152:22;
153:7; 156:22; 159:6;
167:12; 186:10; 210:21,
23: 234:13; 243:4; 254:23;
282:15;315:4;343.20;
353:14;355:23;356:4;
358:25,;359:1

goodness 310:14
government 7:11
Goyton 13:13; 107:1;
108:21

graciously 31:24

grade 20:11, 14, 15, 19;
21:1,3,6;49:25, 25, 50:8,;
64:23, 24, 66:17;69:8;
76:12;81:2,;82:7,8,9;
83:9; 84:1;90:25;96:6;
97:4,5;102:20;116:7;
123:22;124:6,7,9,9, 22,
23, 126:21; 128:14; 1356,
8,15,17; 138:20, 21, 24;
165:16; 167:23; 169:20,
24;170:6;171:11,19;
172:6,12;173:2; 174:22;
175:5; 191:1, 20; 192:25;
193:16;232:11

grades 281:11

grading 297:25
gradual 126:11

grafts 115:13

Grail 267:20

Grails 59:18

Gramont 17:15; 19:16,
20;31:18;32:17; 33:3;
64:17;65:14;75:17;
78:22;113:20

grand 227:20, 256:13, 20
grandchiidren 12:7
grant 38:17

granted 6:16, 19; 184:14
grateful 284:9

graying 102:24, 25
great 66:21; 136:16
greater 16:2; 21:12;
26:11;35:14, 15;36:19;
46:18, 20;77:5,9;90:25;
103:9,11;115:5;122:13,
20, 22;123:23; 148:14;
174:9, 14; 290:6; 293:3;
301:4;313:18, 22;325:24;
338:12;347:11

greatest 336:23
greatly 12:14

GREM 4:13,13;77:24,
25,94:24, 25;136:7,8,12;
151:8,9; 153:20; 156:24;
159:10, 11; 166:7, 12, 14;
167:22;171:21;172:8

GRIEBEL 6:1,1; 170:4,
23:171.9

grief 141:5

gross 262:24

Group 5:22;15:1, 15;
19:13;27:15, 21, 30:3;
32:4;34:21,38:13, 24;
42:15;48:6;58:22;70:2, 5,
6,15;73:11;75:1; 85:7,
87:13;92:5;95:9, 25;
98:24; 99:18; 100:3, 4;
109:13,18;112:3, 10, 18;
113:6,24;114:8;116:22;
118:7;119:6, 16, 19, 20,
25;121:20, 24; 123:2, 8;
134:6; 141:16, 23; 142:12;
144:19; 145:14; 147:10;
1%4:11; 155:16, 17,
160:19; 163:16; 165:7;
170:18;183:15;193:8,9,
11;197:11;199:8, 12, 14,
21, 22,24, 25;200:7;
203:24; 204:1, 16, 21, 23;
209:15; 222:6,7; 223:22;
224:5;225:3,17,;226:6,7,
10,12,12;228:1, 3, 20,
20; 2295, 15, 20, 21;
237:20, 25; 243:10;
248:22, 23, 25, 249:2;
255:13; 256:12, 14;
287:17, 288:13, 25;
289:21, 22, 22, 23, 291:3,
4,6;295:13, 23, 24; 296:2;
299:13,15;321:20;326:4;
332:5,20;333:14;334:4;
337:9,10

groups 9:15;13:16;31:7,
21,22,24;47:15;52:21,
21,59:22,73:6,10,17, 20;
84:1;92:11;93:12;99:8;
111:14, 14; 114:4; 125:12;
141:2; 149:5; 165:9;
193:5;199:7; 204:3, 6, 8,
14;205:1;217:12; 219:7;
220:19; 223:13; 224:6, 8;
227:10, 13,15, 18, 22, 24,
25;228:10, 14, 24, 229:2,
8,12, 19; 245:4;257:15;
258:11, 22; 266:18; 269:3,
11,15;277:2; 288:10;
290:13; 296:13; 299:3;
317:25;321:21

growth 91:1

Gruia 68:17, 23,23
guarantee 208:24
guess 62:19;81:19;
83:21; 136:2; 141:4;
145:11;167:18;172:3;
175:15;178:11; 180:12,
24;181:8;310:15;323%:5;
329:9;332:21;339:25;
340:13;343:17;347:25;
350:6;351:22;358:1
guests 189:15; 190:6
guidance 38:2; 44:11;
133:20; 281:7;301:8
guide 161:24
guidelines 44:14;91:9;
124:24;175:23;,176:3

Guilford 186:1,9,12, 13;
189:4,23;246:2:247:3,7;
248:2;251:19

Guilford's 190:6

gut 360:24

H

H 4:22;216:20

hair 108:9

half 77:9, 12; 136:14;
193:10; 230:9, 14; 246:9;
248:1;262:24;263:13;
355:18,19

half-life 194:24, 25
Hamilton 188:25; 190:8,
10,11, 198:18; 256:9, 11;
257:9

hampered 346:3, 4
hand 45:10;97:15;
167:12;168:22;169:17;
326:22

handfui 237:13; 281:11
handle 78:2;156:17;
273:25

handling 177:4

hands 158:6;169:18
handy 240:10

hang 327:15

happen 75:23;137:5;
253:7;313:24
happened 48:5; 62:25;
70:16; 154:22; 156:13;
278:21,307:20
happening 52:1;152:22
happens 88:5; 154:16;
213:21; 249:3; 254:2
happy 74:25; 190:5;
236:8; 306:1

hard 78:2; 79:4; 120:4;
134:23; 145:21, 25;
147:21;148:21; 150:25;
153:10; 160:12; 347:6;
355:13

harmful 53:9

Hartford 5:6, 6;183:1,1
Harvey 189:16

hat 260:6;327:15

hate 180:16;353:17
hazard 212:24; 2137, 10;
214:3,11,15;217:2;
291:6, 13;318:15,18;
319:1;328:14, 16
hazards 207:23; 216:9;
219:11;242:20;278:20
head 73:20
head-to-head 144:16,
17,18, 149:2,6
headache 190:20
heading 82:17

heaiing 226:10; 228:5,
12, 23;229:3; 233:19
Health 5:17;111:20;
143:19;297:12

healthier 199:12
healthy 11:16;80:15
hear 148:12; 152:7;
181:8; 243:2; 284:16;
305:16, 19;332:23
heard 146:13; 147:1, 2;
155:14; 160:22; 206:19;
208:10; 215:7,; 284:21;

'303:6; 304:16; 333:17;

335:4;349:16;350:8
hearing 8:24;9:1;92:1;
122:23:130:23; 131:2;
185:21; 284:11

heart 54:21;68:15
heightened 123:9, 16;
164:8

held 170:12

help 9:9;30:13;34:9;
82:11;106:11;135:1;
329:2,333:8;338:9
helpful 53:9; 136:24;
142:18;152:8;315:1
hematologic 115:20;
123:5,11;128:15
hemisphere 265:1
hemoglobin 24:4
hemorrhage 229:18
hemorrhages 299:6;
338:22; 3447

Henry 189:15, 19;
244:24; 264:16; 265:10,
11

heparin 69:7

hepatic 35:18

here's 88:6; 195:25
heterogeneity 212:15,
15;262:4
heterogenous 237.25;
267:16

high 69:17;98:17; 146:6;
158:22; 177:9; 190:25;
191:1, 20, 22; 192:25;
193:16; 195:8; 212:10;
217:13;263:10; 274:11;
329:22;344:6

higher 22:17; 23:23;
35:17;41:21;42:6;48:17;
52:9;54:1;72:21; 85:15,
16;101:12; 102:20;
118:15,22;119:1;120:7;
121:12;126:15, 18, 22, 25;
128:18;141:22; 148:24;
150:5; 162:15, 20; 203:20;
220:11; 223:3, 5, 224:10;
229:4;324.7:332:19
highlighted 80:25
highly 71:19;128:14;
224:3: 260:3

Hill 280:10

Hilt 189:3, 12; 190:4;
198:14, 18; 205:15;
218:20, 21, 236:20, 23;
237:10; 238:5; 239:6, 12,
19; 240:9, 18; 241:5;
245:15, 20; 247:23;
248:11, 19; 249:5, 22;
250:14, 25, 254:4; 255:19,

25;256:5, 8;257:18, 22;
258:20; 259:9; 264:24;
265:3,7; 269:1; 270:20;
271:2,10, 13, 276:8;
281:4;282:25;283:17
himself 102:25
hindsight 282:4
hint61:24
histologic 207:10;
216:23;217:20; 276:25;
341:24
histological 191:11;
287:21,25,288.16; 289:7
histologies 336:21
histology 193:7; 194:10;
199:21, 25; 200:17; 201:9;
204:9; 219:14, 15, 285:18;
288:11, 19;302:19;
303:12; 304:23;325:16;
326:2,15;331:8, 15;
332:8;334:18;336:20;
337:2
histopathology 336:9;
345:3, 4;347:8, 10, 20;
353:10, 15;354:13
historical 32:19;37:1;
45:18; 46:5; 52:12; 71:21;
99:1
historically 31:1;37:6
histories 115:11
history 60:17; 115:8;
245:9, 19, 22; 259:11;
284:14;334:18
hit 104:25;175:14
Hoechst 246:13
hold 124:7,8; 135:16;
168:10; 169:21, 24;
170:11,20,21;171:3, 7;
172:15;173:18; 178:21;
255:16
holding 81:12;179:2
holds 142:1;353:21, 23
Holy 59:17;267:20
home 177:16; 260:24
homogeneity 262:10
homogeneous 85:7
honest 283:18
honestly 72:18; 261:2
hope 12:15; 15:9, 15;
149:25;162:4,5; 259:22;
336:1;342:3
hoped 11:23; 286:16
hopeful 53:15
hopefully 145:9
hoping 93:22
Hopkins 86:7; 189:9, 18;
205:7;330:11
Hospital 5.6, 86:17;
89:10,15 93:19;115:1;
146:16; 153:1
hospitalization 20:16;
41:17;49:25;87:19;
88:23:89:1;99:22;175:1,
24;176:4;177:13; 232:3
hospitalizations 96:21;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(15) Goldberg’s - hospitalizations



Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

97:12;126:25
hospitalize 176:1, 11
hospitalized 40:2; 89:15;
' 8;177:12,15
sitals 34:11,11;

s, 93:21; 143:20, 24
hotel 13:6

hours 25:23,81:12;
83:16;123:19, 25;124:12;
165:20; 166:22; 167:10;
168:3,6, 11, 20; 169:14;
170:22;171:3,174:9
hover 278:1
hovering 336:10
Howard 182:13; 263:12
Howard’s 265:14
hundred 56:17,86:22;
95:3; 282:7
hurdle 150:2, 14
hurt 176:12
hydrated 177:16
hydration 55:14; 86:17;
89:15
hypertension 115:12;
225:15, 19, 24, 25; 226:21;
227:16;257:14; 258:5,12;
299:12;339:3
hypothesis 59:9;91:21;
145:6,9; 148:13; 149:8;
151:5
hvmaothegize 156:12

"~ thetically 3087

|

i.e 258:24; 290:15

it 187:11

1D 294:9,10

idea 105:22; 152:6;

159:7; 175:22; 238:1;

240:12;308:18; 340:1

identical 75:6; 79:13;

107:24; 201:20; 205%:11;

258:22

identified 31:20; 57:15;

116:3;120:8;158:2;

208:1%;212:2; 215:23;

216:2;217:7;251:5;

262:16

identify 61:18;68:22;

101:1; 244:22;322:1

IFL 113:9, 14, 16; 114:6;

115:2,4;116:15;118:9,

10,13,19, 21, 24; 119:18,

22;120:7,1%;121:1,7,16;

122:7,19;123:1, 4;

124:14, 17,24, 125:3,6,7,

12,22;126:7, 18, 23, 23;

127:1,2,8,11,11,17;

3. 18;129:2,7,10,17;
8,10;136:13;

oo 1429, 14, 15;

146:5; 154:13; 156:21;

164:7;179:7,12

ignored 115:23

ignoring 211:20
1197:15;187:13;198:19
Hl 14:20; 18:15; 50:15;
186:24; 187:1, 16, 25;
188:12; 1895, 7, 14;
197:2;198:6,15,17;
200:23; 201:19; 234:19;
246:9, 10; 247:10

ileus 89:16; 174:25;
175:2

ilf11:17;176:1
ill-defined 336:6
ilegibie 13:17;106:25
Hliness 150:15
illustrate 120:14; 223:25
Imagine 211:5;253:21
imaging 190:23; 269:5, 7,
14,17,19;270:5
imbalance 200:1;
302:20;325:25;336:11,
23;337.7,23
imbalanced 217:11, 13
imbalances 200:10;
302:18;334:10
immediate 11:18
immediately 214:25;
254:13; 267:21; 2683
imminently 353:16
immobility 55:16
impact 79:2;83:11;
116:14; 164:2; 178:24;
204:12;219:12; 2378,
289:13,; 297:3,337:2
impairment 23:17
implant 324:24;342:2
implantation 202:4;
225:22:226:1; 229:21;
299:10

implanted 195:19;
216:20

implants 196:2
Implementation 39:22;
110:21

implemented 28:8;
49:22;65:2; 207:2
implication 37:25; 46:13;
125:16; 152:19;351:16
implications 26:17;
141:16;305:19

implied 141:6

implies 117:24; 151:16
implying 253:12
importance 10:7;37:19;
61:8;198:2;212:17;
215:25;217:3: 237:24;
327:1

important 11:2, 3; 12:16,

| 23;14:11;23:16; 24:19;

33:25;40:19;43:5;45:14
46:23;47:1, 8;53:8; 54:1Y;
61:12;86:1,12;88:13;
90:7; 102:23; 103:15, 18;
105:4, 16, 25; 114:7, 15,
20;119:5;120:15;121:22,
24:124:15; 132:5; 150:25;

155:2; 158:18;159:15;
200:16;201:8;202:24;
204:11; 205:4; 207:8;
208:18;214:19; 216:23;
217:15;219:19; 221:25;
222:17,19;224:1,5, 16;
226:18;227:2: 240:16, 22;
250:8; 253:6; 261:1;
263%:18; 264:5; 275:19;
279:6; 300:7;301:1, 3;
329:3;331:20;354:1, 20
importantly 195:13, 15;
231:22:269:4
impossible 181:4;
191:21

impression 209:8;271:8
impressive 328:22;
329:4

improve 17:22;66:21;
69:8; 164:6; 180:10;
270:16

improved 19:25; 20:4;
40:8;43:9;44:19; 787
improvement 11:24;
38:5;151:14; 192:16, 19;
267:14; 268:5;334:17
improvements 18:7;
19:24;24:9

improving 42:25

Ina 189:25

inadequate 348:4
inadvertently 349:18
inappropriately 282:22,
23;340:14

inception 345:25
incidence 20:14; 21:5;
126:20;128:17,20
incidences 299:11
inclined 61:4;310:20
include 43:19; 44:23;
124:19;164:7; 188:2, 23;
189:15; 192:6; 194.9, 22;
195:3; 202:25, 208:11;
221:23;222:1;279:8
included 25:13;31:17;
41:3,9;57:23; 73:16;92:9;
93:14,19;127:19; 133:14;
139:2;202:1,22: 230:1, 4;
231:10, 13; 239:7; 252:18;
285:9; 288:21;301:22;
303:10;316:8; 324:25;
325:12,13;329:13
includes 117:20; 256:19,
22;265:5;295:1;316:2, 11
including 9:16; 12:6;
22:8;28:15;33:6;42:12;
45:19; 52:6; 96:20;
189:24;198:11; 203:5;
208:19; 227:20; 228:17;
302:18

inclusion 203:9
inconveniences 152:12
incorporated 50:2;
166:23; 205:21; 276:1
incorporating 116:1;
124:21;166:24

incorrect 92:5

increase 9:20;15:2;
21:14; 23:8; 27:16; 28:10;
45:15;46:3;54:14, 15;
62:22;:64:14;97:21;
109:14; 110:13; 119:13;
128:9;172:12,175:12;
192:9; 194:6; 197:10;
219:24;233:18; 234:2, 8,
12; 258:23; 267:23;
291:10; 294:24;302;13;
307:12, 16, 20; 309:25;
321:10;322:6;326:20
increased 15:4; 21:10;
22:4; 24:16;59:20; 71:23;
87:12;95:13,97:14;
146:4; 159:18; 161:13;
222:6;225:19; 226:21;
228:13; 233:7; 286:19;
289:23; 308:8; 330:20;
339:2

increases 211:12; 243:5
increasing 58:18; 65:10;
175:9;308:10;312:20
incredibly 108:10
incremental 192:19
increments 194:4
independence 216:8
independent 38:10;
40:15;43:23%;51:7;57:20;
89:8;91:5;96:19;98:16;
114:4;123:15; 199:18;
218:18;278:9,10, 13, 16;
279:1, 3; 286:13; 301:6;
319:2

independently 114:14
index 125:5; 148:24;
190:25

Indiana 5:4; 182:24
indicate 23:8; 24:15;
32:15;35:8:87:11; 126:17
indicated 21:4;30:17;
42:5;47:15;70:24; 186:3,
231;209:12;211:22; 213.9;
222:1;236:1; 247:11;
255:8; 257:14; 284:25
indicates 27:12;33:17;
47:11;70:10; 199:15, 16;
214:4;235:24

indicating 50:4; 212:17;
213:10;214:12,217:3
indication 68:5;77:18;
113:14; 186:15; 188:2, 16;
235:21, 22,23, 249:20;
261:5; 268:13; 284:18, 22;
285:1, 5, 10;304:7;
305:24;314:8, 15, 20;
326:21;329:15, 20;
344:17,20

indications 151:20;
196:13;237.9; 287:1
indirect 89:7

individual 19:13;73:17;
78:4; 180:11, 14; 214:1;
266:12

individually 153:17;
164:17

individuals 176:13, 14

induce 208:19
induced 39:9

induces 207:6;211:23
industry 4:10;7:23, 25;
146:15; 182:10; 184:22,
23
industry-sponsored
32:4

ineffective 335:1
inevitably 311:12
infarction 115:13
infection 21:11, 15;
105:24; 115:17, 21;
229:10;230:7, 8,13, 14,
18; 233:18

infections 126:22; 226:8;
229:8,9,17, 25, 230:20;
232:24

infectious 91:15
inference 250:19
inferior 63:23; 130:2;
150:23

infiltrative 191:21
inflate 293:21

inflation 321:9, 23
influence 95:19;97:6;
147:12; 194:8, 16; 204:10,
20;217:14;218:18
influenced 34:22;
208:25; 217:9;302:8
influencing 206:9
inform 191:9
information 6:10;7:2;
13:19; 14:11;22:7;27:14;
31:25;32:3;34:8;35:1;
39:7; 43:24; 50:1; 58:18;
59:10; 60:25; 74:24;
105:18;109:12; 112:11,
15;114:15;117:1; 136:24;
146:24; 154:21; 156:16;
158:1;159:17; 184:8, 18;
239:24;241:11; 243:8, 14,
23;244:8,13; 263:21
informative 212:22
informed 44:2; 109:25;
249:12

infrequent 20:20; 27:8;
39:18

infusion 25:24; 26:13;
45:8;113:12, 16, 21;
118:10, 21; 12%:12;
127:20, 23, 25; 128:1,4, 8,
10, 19; 130:10; 141:21;
148:25

infusional 10:2, 9, 20;
16:6;17:11;18:9, 25;
19:10, 11;25:19; 28:1;
33:1,3,4,21;37:24;
44:13; 45:25;46:7;69:2;
119:18;125:22; 127:11;
128:16;129:2:137:24;
138:5;139:14, 16; 142:15;
143:22; 145:6; 147:19, 21
infusions 25:25; 26:9
inherent 181:7
inhibitor 16:19;17:23

hospitalize - inhibitor (16)

Min-U-Script® Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

inhibitors 17:9

initial 29:24; 36:8; 43:15;
155:3; 161:15; 188:11, 13;
190:22; 191:4; 200:23;
209:11; 219:25; 224:10;
235:24; 246:6, 12;250:2,
2;349:23;350:19
initially 154:25; 209:4;

- 346:19 :
initiated 35:19
initiating 91:22
injection 13:24;112:25
injections 26:9
innocent333:18
inpatients 235:25
insert 15:18; 16:9; 229,
25:14;38:1;43:18, 21;
44:6, 10, 18, 45:2;46:16;
47:7,13;58:6;71:25;83:7,
24;84:3, 12, 20; 88:16,22;
103:8; 167:8;198:1
inserted 118:1
insertion 199:2

insight 54:5

insights 33:23
insomnia 80:4
inspired 9:8

instance 70:6;75:25;
162:19

instances 97:18
instead 52:6;60:11;
124:9;173:14

instinct 261:23; 262:12
instituted 106:1, 6;
175:21

institution 266:1; 268:6;
316:17

institutional 18:16
institutions 34:13;
147:20,193%:23
instrument 297:9
insufficient 291:17;
308:13

insulting 175:25
insure 107:12

integrity 7:13

intend 303:3;314:12
intended 50:11; 225:9;
252:11;256:4;311:25
intensity 66:10;78:7,12;
79:1;339:24

intent 45:10; 175:10;
201:3,6; 287:4, 6; 3038,
21;307:1,326:14;331:7
intent-to-treat 275:16;
285:19

intention 51:10; 206:15
intentional 327:8
inter-operatively 238:6
inter-patient 95.6
interaction 3314, 14
interactions 88:14
Interamerican 111:17
interest 6:6, 14, 24; 7.7,

11;8:1,4, 8;13:21;
107:11;184:1,3,9,12, 24;
185:2,7;252:9; 285:12,
24;287:11; 295:20;307:1
interested 99:8; 153:10;
211:15;266:19
interesting 85:18;94:5
interestingly 97:4;98:2
interests 6:11;7:6,10
intergroup 47:10
interim 117:9; 291:10;
294:24;302:14;307:12,
15,17:308:11, 21;321:9,
19

interior 355:21
intermittent 2476
intermittently 95:20
internal 178:12
internally 173:24
interpret 48:5; 155:21;
161:2

interpretable 292:17;
317:10

interpretation 32:8;
48:10;117:16,17; 251:21;
253:15; 267:3; 272:25;
334:12;346:10; 360:7
interpretations 270:14
interpreted 277.24;
278:23

interpreting 103:24
interrelationships 116:5
interrupt 95:21
interruption 82:13;
124:21

interval 51:19;72:15;
113:1;274:18;291:15
intervals 72:12; 201:4;
213:7,13, 15, 25; 214:10;
215:6;235:4; 273:18, 23
intervention 195:22;
267:20;332:25
interventions 61:12;
301:21

into 8:20; 15:16; 16:23;
31:6;33:23; 36:25; 50:2;
52:16;54:5, 20, 59:12;
60:5,5;61:7,62:7,70:23;
85:1,96:22; 105:10;
106:4; 114:21; 130:18;
136:10; 145:1; 159:21;
163:13; 166:24;172:7;
175:16; 181:1;185:18;
209:15; 216:6; 217.7;
228:16; 261:5; 264:25;
265:4; 276:2; 280:12, 25;
281:1; 284:20; 285:6;
300:15; 328:19;329:13;
335:21,336:17;339:16;
342:11;343:10, 18,3557,
21

intra-cycle 169:21;173:2
Intracranial 225:15, 19,
23,25;226:21;227:16;
229:7;233:18; 257:153;
299:11;339:3; 344:7

intraoperative 191:6
intravenous 40:1
intrest6:4

introduce 4:6; 190.7;
198:14;286:22;311:1
introduced 146:12, 19;
1718

introduces 309:7
Introduction 4:2, 5;
182:6

invading 264:21
investigational 27:25;
28:3;30:5,15;42:22;
67:15

investigative 139:21
investigator 23:10; 28:6;
30:11;51:7; 244:21
investigator-
designated 29:8
investigators 17:14, 15;
29:5;51:1;67:24; 109:17;
118:1;143:9; 194:16;
237:3,15;318:24,339:21
invited 189:15; 190:6
involve 8:2; 184:25;
2447

involved 34:15; 59:13;
62:13;70:5; 83:20; 143:6;
276:16

involvement 8:6, 9; 26:8;
185:4,8

involves 229:21; 254:22
involving 11:22;33:14;
59:2: 264:21

IRB 146:16

irinotecan 9:18; 10:1;
14:13;54:5;57:9; 81:5;
90:9, 10, 16; 109:2, 15;
103, 11;111:7;112:2,
25;113:11;118:15;127:9;
128:22, 24;134:13;
137:13;164:4
irinotecan-based 55:17
lronically 84:4
irrelevant 242:12
Isagani 5:24

isolated 55:11

issue 6:6;55:2; 59:7;
63:11;68:20:71:10, 10,
11;77:25,80:3; 84:25;
86:5,12,12;88:12, 15, 21;
89:13;91:14;948:21;99:3;
105:2;127:21; 132:14:;
133:2;134:17; 148:3;
155:10, 20; 156:15;
170:1%;174:7;177:11;
178:21,; 184:3; 206:7;
214:14;241:22; 242:13;
243:5; 250:25; 251:2%;
262:15,19;273:13, 14, 24;
276:23; 277:10; 278:6;
279:7; 280:14; 283:13;
293:16, 22; 295:14: 302:6;
309:15;310:15;312:18;
320:22,322:24;323:6. 8;
329:3:330:22;331:18;
341:11;344:12;347:7,13;

359:17,22

issues 14:4; 16:10;
49:15; 54:18; 55:13; 58:8,
20;59:13;71:17,;82:18;
85:2; 86:3; 89:24:90:1;
98:20; 99:25; 103:19, 20;
139:21; 155:9; 156:18;
159:7; 160:10; 177:24;
180:3; 189:11; 205:5, 9,
17; 258:8; 260:19, 20, 21;
274:23; 284:19; 285:25;
290:5,9; 293:16; 298:18;
299:20; 305:5;324:18;
355:17

italics 294:9

ITT 202:12; 296:7;
337:25;349:15

IV 175:1;192:18

J

Jack 11:11,12

James 5:11;7:4;111:18
Jan 182:17;270:2
Janet 189:21

January 34:17;127:21;
294:8;361:21

Japan 193:23

JCO 39:1;57:23; 114:1;
127:21;139:5; 146:2
Jean 4:13

JNCI175:7

job 141:8;156:22;
315:11;340:22

Jody 8:13;185:12
jog12:8

John 5:19;183:12
Johns 86:7.189:9, 18;
2057

joins 53:23

joint 216:7,7

jointly 278:19, 23
judgre. 118:2;159:25;
308:12;359:17
judgement 37:12; 82:20,
25, 83:6, 20, 25, 84:21;
92:18, 24; 104:5; 155:4;
173:20;,176:8;177:25;
180:2,6

judgements 93:4; 181:2
judgment 180:8;301:11;
304:13;328:10; 343:15;
352:17,354:10;355:20
judgments 355:16
jumping 80:3
juncture 54:11;91:12
June 294:8

justified 89:18
justifies 176:15
justify 88:19;92:19;
155:14

K

Kansas 5:10, 10; 183:5,5
Kaplan-Meier 202:13;
207:20;218:25;221:7,13%;
222:21; 223:24; 249:24;
276:7, 14; 290:22

Karen 5:7;111:22;
167:11;183:2
Karnofsky 115:7; 186:5;
188:19;194:9,12, 198:11;
199:11, 13, 15, 16, 23;
200:19; 201:10; 202:25;
203:19; 204:13, 15, 16;
207:10;208:11; 216:19;
217:23;219:13;222:2, 13,
20, 25; 223:9; 234:11;
236:4; 249:18, 25; 250:3;
251:5; 264:6; 269:21;
277:1;279:4; 290:15;
291:25;296:18;312:7
Kathy 4:17; 64:22; 156:3;
182:21;277:21

Kecker 69:7

keep 92:1;94:14; 102:6;
156:8; 161:20; 236:11;
270:25;360:11

keeping 107:15;341:16
Kelsen 7:20; 1836, 6;
329:5,6;330:2;338:7,8;
348:21;357:7, 24; 359:4;
361:9

Kerry 101:3

Kevin 13:8

key 71:14; 101:10, 15;
133:6; 202:7; 20%:20:
261:18;356:19

kill 180:11

killing 161:21

kind 76:5; 80:6; 93:3;
136:24; 139:22; 159:5, 8:
172:11;180:25; 216:11;
217:15; 24%:16; 253:1;
261:6, 8; 264:3; 266:3;
267:13; 273:12; 293:23;
317:19;328:25;336:10;
33720, 23;346:13;
347:16;354:6

kinds 175:17; 180:17, 20;
181:5,6;319:16;340:8
Kingdom 192:22

knew 63:23; 141:3; 253:7
knocks 315:13
knowing 80:6; 108:13;
145:13;345:2

known 14:12; 20:9; 39:7;
42:21;48:9, 24;58:17;
64:7,68:12, 13;69:18:;
98:4;117:22; 193:5;
201:8; 204:9; 210:19;
220:2;262:16; 288:8;
315:23,329:21;345:4
knows 179:25

Kornack 230:7,23
kosher 310:18

Miller Reporting Company (202) 546-6666 Min-U-Scripte

a”n

inhibitors - kosher



Food and Drug Administration

Oncologoc Drugs Advisoty Committee

December 6, 2001 69th Meeting
KPS 288:10; 296:22; lasted 108:2;128:1 L 79:7,8,9;93:2,8,8,98:3; | 160:7,179:11;191:10, 24; | 22;239:15, 20, 25; 241:14;
297:1;298:17;313:4 Lastly 7:19;305:21 | 123:21;152:18;159:19; 193:14; 226:3; 237:18; 264:19; 285:24; 298:25;

KROOK 5:11,11;7:4,17;
0.1, 12;65:16;66:23;

,21;14%:4,5;
210, 11 154:5; 157:15;
162:25; 163:1

L

[abel 80:22;81:9,17;
99:6; 117:2; 118:18;
123:14;124:4, 10, 25;
129:11, 13, 21,1308, 11;
131:10; 138:13; 141:17;
142:15:147:15; 151:20;
153:16;155:12, 15, 24;
160:7, 25; 161:25; 163:23;
164:5, 21, 25, 166:2, 25,
169:13; 170:5, 20; 176:25;
180:3; 186:23, 24; 187:11
jabeled 130:5;157:4,11;
268:12,18

labeling 71:11;90:12;
134:17;179:11; 188:8;
237:9; 249:20; 264:14;
265:5; 2797

laboratory 24:3,41:2;
97:24; 2279

fack 21:9; 25:10;77:21;
144:17; 304:20;316:16;
324:11;325:6

b ved 30:22

278:3
ladies 112:1;284:6
laid 346:7
Lancet 205:12; 242:14,
19; 244:20, 25; 265:21;
276:24;,277:4
Langdon 14:8; 55:6;
59:21
language 319:21
large 9:10, 14; 12:2;
14:19;42:14;54:7;62:1,4;
80:7,98:2; 104:18; 119:9;
147:20; 149:11, 150:19;
181:6; 188:7; 192:21;
214:8, 23, 229:23; 220:22;
244:1,1;262:2; 263:2;
265:5
largely 20:15; 233:4
larger 188:12;201:14;
202:1; 204:22; 208:20;
213:14, 23, 24; 233:25;
304.9,328:12
largest 72:16,132:18;
288:3;356:24
Larry 76:22,77:2; 280:2;
343:22;351:10
last 8:14;57:1;90:4;
102:17;117:19;121:9;
190 144:4; 176:10;

i; 195:25; 215:19;
24519, 246:14; 249:17;
258:25; 265:24; 289:20;
322:11;341:11;3554;
360:14

late 13:16;39:23; 104:12;
225:20; 257:16; 258:14;
275:20;328:8, 8, 339:5;
345:25

later 14:20; 15:4; 48:9;
107:22,23;136:1;157:3;
168:13;207:8; 2439;
257:17,277:22; 285.:3;
300:16

laughing 102:4
Laughter 72:2, 5; 140:17;
333:20

law 351:7,9;352:6, 8;
355:7, 11, 22:356:14
lawsuits 150:22
LDH24:4, 4

lead 112:4; 284:20;
323:15

leader 73:9;322:3
leaders 70:5; 266:11
leading 39:11, 19

leads 163:23

leak 197:20; 2265, 23;
228:12, 19; 229:5; 233:8,
15;299:12;344:6

leaks 339:3

lean 335:24

fearn 57:16

learned 12:9;340:3, 15
learning 51:15;93:6
least 51:4; 53:25;56:5;
62:18;78:23;105:11;
108:12;124:12; 133:14;
140:12; 148:8; 151:17;
152:5; 161:10, 16; 263:2;
316:22;324:23;331.:24;
332:11,19;335:19
least-influenced 206:22
leave 10:23;83:19;
84:14; 107:9; 140:5;
155:4; 156:14; 158:9;
173:19;360:25

leaving 70:3

led 18:11;25:5; 49:21;
51:6; 124:17,125:6;
141:6; 146:19; 151:14;
196:12;328:1

Lee 4:22

leeway 263:2

left 100:24; 101:7; 214:4,
12;259:22;278:24, 279:2
legal 247:1

legally 177:14
legislate 83:19
legitimate 330:3
Len82:16

Leonard 19:6;30:12;
55:3,5

lesion 12:2; 203:16;
281:19

lesions 191:22;324:22
fess 10:17; 20:21; 25:18;
26:5;33:12;66:17;77:5,8;

173:4;174:10;176:11, 12,
13;194:13; 204:23;
236:21;237:18; 244:13;
245:3,5;271:25,279:21;
293:4;316:13;324:22;
325:21;352:15

lesson 340:15

fest 355:24

lethally 346:4

letter 13:13;70:14, 19;
73:7;106:22, 25; 107:1
letters 13:8,11, 19;
106:19,21;111:21
Leucovorin 14:14; 16:3,
7,23,24,17:2,6,12;
18:12, 18, 22, 25;23:2;
25:8, 25, 26:9, 15;37.7;
43:6;45:7;52:25;81:11;
113:19;128:12;134:14;
148:5, 10; 150:7; 153:8
Leukemia 30:3; 267:15
level 35:23; 36:8; 82:8,
10;84:14;88:11;94:21,
23;124:22; 135:17;
147:13; 148:7; 169:21, 23;
170:7,9,13;199:17, 18;
212:7,9; 213:21; 215:3;
218:14;223:3,5;224:11;
244:5, 6; 250:4: 254:14;
260:14,17;291:19;
298:10;300:25; 301:5;
305:7

levels 73:1;77:20, 22;
84:6; 88:11; 150:5; 217:5,
23, 244:10, 12; 264:4;
275:9;315:10

Lewis 13:8

L1 183:17,17;290:5,8;
307:10, 14, 19;308:4, 11,
23;309:18;310:22;312:4;
313:10, 16, 20; 316:20;
317:1,18;318:10; 320:15;
321:7,10;336:16;337:1,4
liable 104:19;177:14
licensing 112:19;
116:19;118:3, 8, 14;
119:3;120:1, 14; 122:17;
123:4;126:2;132:20;
134:5; 142:7,13; 143:2;
154:11; 163:19; 246:6
lies 214:7,12

life 9:24, 25; 11:17; 12:6;
107:14; 108:6, 8, 19;
110:16,17; 203:2; 222:4;
232:2,297:7.8,10;
324:10;353:2
life-changing 162:22
light 70:22; 112:18;
119:18;300:12; 319:6;
360:7

fikelihood 41:16, 21;
42:6;76:12,14; 172:5;
197:19

likely 21:20, 24;36:14,
15;41:1;5%:9,75:22;

86:25; 105:9; 159:19;

261:19; 262:10

likes 65:4

Likewise 41:8

limit 179:18; 237:21;
268:24; 283:15;325:2
limitations 27:5; 194:22;
195:12 :

limited 102:8; 122:19, 21,
128:4;164:9;191:17;
195:1;211:11;262:6;
266:1; 28720, 300:4
iimiting 122:24; 237:7
limits 117:5;194:25
Linda 86:7

fine 72:24,73:16; 83:23;
104:12; 168:5; 213:19;
214:4,7,12;255:20;
290:24

lines 261:13

LIPPMAN 4:24, 24.6:17;
69:23,24;70:14;71:1;
72:11, 23;73:15; 86:13;
98:19, 20;99:25; 100:12,
17;132:12, 13, 133:22;
134:15;148:17,18;
150:16, 17; 153:25; 156:9,
10;157:8;160:11,12;
162:13, 14; 168:8; 170:24,
25;172:17,18;177:21,22;
180:15, 16, 182:19, 19;
184:15; 253:25; 254:20,
21;255:23;256:1, 6;
257:1,12,19, 23; 258:13,
19, 25;275:11;277:19, 20;
2795

Lippman’s 134:11

list 294:3

listed 285:8; 287:8
listen 305:4;348:13
listening 348:5

listing 164:16; 212:25;
22711

Literally 208:6; 244:6;
251:16;278:11,12
literature 210:16;
211:19;255:18;319:20;
331:2,10

little 80:19, 20;84:4, 8,
13;94:10;97:3, 10, 16;
99:15;104:12; 137:12;
151:12; 160:18; 169:23;
170:3;171:24,172:12;
175:24, 25, 244:13;
247:13; 254:23; 264:13;
275:10; 292:24; 300:16;
303:8;316:21;323:19;
327:20;340:2

live 71:17;107:14

lived 339:18

liver 11:20;12:2; 107:22,
23,24;161:19

lives 9:13;86:22

living 11:16

local 191:24; 195:8;
228:15, 16; 238:7, 13, 15,

299:5,6,9;326:6;338:25
locally 191:23

iocation 214:20
Lodovicco 4:21

log-rank 207:22, 25;
208:5;209:12; 289:25;
290:3, 13, 14;291:8, 22,
24, 25; 292:6; 294:18, 24;
295:5; 296:9, 21, 24;
297:4,302:9;303:19;
305:15; 309:20; 3173,
337:16

logic 265:9;360:21
logical 240:7

logistic 41:10;75:9;97:1;
101:8

logrank 219:4; 242:1, 11,
17;243:6,11;251:17;
260:1;276:1,11, 21
lomustine 192:6

long 51:17;73:13;
150:15;177:10; 223:14;
262:14; 266:3; 293:19;
312:11

long-standing 27:1;
2475

long-term 61:15

longer 52:25;63:17;
137:12;147:11;202:15;
223:4,5;259:14, 15;
273:24; 3259

look 50:18; 56:2; 58:20;
59:4;62:7,66:5,9; 68:20;
75:1;76:11,21;77:4, 15;
78:6, 15, 19;87:8, 18, 20;
90:17;94:15,97:24;
104:21;132:16, 24;
134:11;137:10, 12; 138:6,
18; 140:23; 145:16;
152:21;162:18;164:11;
165:18; 178:19; 215:14;
239:23; 241:5; 244:9;
249:20; 251:3, 8, 18, 23;
257:2;258:21; 259:2;
262:2,5,25; 266:11;
270:14, 15, 276:5; 278:14;
279:17; 283:2, 20, 302:14;
307:17, 24; 3087, 11, 14,
16, 21;315:4;320:1;
321:15;325:10,327.6;
337:1;339:15; 349:20;
355:4;358:22, 23

looked 51:13; 55:20;
72:19,74:18;76:24;
79:10;84:8;87:13;95:9;
96:18, 19;97:16; 102:13,
15:131:7;136:12; 137:8;
145:15; 146:21; 152:18;
178:15;242:14; 252:16,
16; 253:14; 263:8; 270:23;
271:14; 2838, 308:2, 3;
322:14, 14;323:3:328:13;
353:19;354:9

looking 36:11; 59:23;
61:17;65:6;74:1;78:25;
80:13;95:1;101:6;

KPS - looking (18)

Min-U-Script® Miller Reporting Company (202) 546-6666



UNCoLogoC Urugs Advisoty Lommittee

Food and Drug Administration

69th Meeting December 6, 2001
103:23; 104:7, 20; 132:22; | 224:14; 232:25;272:10; manuscript 276:24 353:19 127:12;192:14; 193:8, 14,
143:10; 147:5; 156:17; 274:5 many 43:10; 49:17; maybe 72:14;84:5, 8; 18;197:10;199:10, 13;

178:13; 249:18; 254:12;
256:15;276:13,21;
282:18;307:18; 308:8;
328:18;358:20

looks 71:19;117:10;
13618, 221.7;263:24;
299:1;310:9;337:19, 21
loop 195:23
loperamide 174:9
losartin 346:17

losing 153:8;243:8, 13
loss 108:10; 243:15, 23:
244:7

fost 150:22; 244:13;
298:8
lot52:5,60:18;71:4;74:4;
78:5,9;80:5, 8, 90:1;
136:25; 143:18; 149:13,
13;156:11; 160:21; 172:4,
4; 181:20; 255:2; 262:4;
320:23;329:3, 12;335:5;
343:15

Lots 335:24

Louise 186:11

low 22:2; 23:11;33:20;
37:3,20, 23, 48:11,;72.7,
83:10;91:11; 107:16;
161:12;197:1; 209:13;
334:24; 344:5; 348:9
lower 22:23; 23:24;
29:25;35:13, 22;36:6,9;
37:14;43:16;48:12;
52:11,15;72:21,78:11,
19, 21; 84:6;98:23, 25;
101:16;119:3; 122:2;
128:15;132:1,17; 135:12;
137:25;138:6; 155:1, 3,
15; 159:14; 160:16;
204:16;232:11; 250:3;
260:15; 263:9; 291:18
lowered 122:14
lowering 116:11
Loyola 4:18;182:22
lumping 244:8

fung 42:11;90:15
LUSTIG 183:10, 10;
185:16;275:12; 283:11,
12;339:4,5;348:23;
351:12, 15, 16;357:9, 22;
358:17;361:7

fuxury 281:20

lymph 107:21
lymphoma 150:19, 19

M

M.D 4:24.6:17,17,18;
7:4,4,5,20;182:19;
184:15, 15

machine 50:13
machinery 143:23
Madam 155:7; 284:5
magnitude 128:11;
215:2,10;217:1;222:8;

main 295:20;302:5
mains%ay 16:19
maintain 11:3;94:21;
108:6;160:21; 186:4;
188:18; 199:18; 223:15;
236:2; 255:1;348:9
maintained 47:7; 111:3;
223:3

maintaining 9:24; 55:13;
110:16; 222:24; 250:2
maintains 235:25
maintenance 234:9, 13;
25001

major 37:25; 70:3; 80:24;
129:4, 21; 130:6; 1337,
135:2,9,19;152:11;
178:17; 203:9,; 254:1;
265:16; 285:8;327:25;
328:5;344:12,347:17,17
majority 35:18; 83:1;
126:3;190:15; 266:23;
281:9;303:10;357:1
makes 85:23; 139:17;
213:2;315:3;341:17,19
making 60:23, 24; 82:25;
85:1;100:1; 144:19;
149:3; 151:2; 171:1;
176:24; 181:2; 243:25;
246:18; 259:15, 20;
323:20;327:20

mal 227:20; 256:13, 13,
20,20

Male 203:14

males 120:1
malformations 283:4
malignant 186.7; 187:3,
6, 10, 23; 188:4, 20, 24;
189:6; 190:13,17; 191:1,
2,10;192:13; 193:1, 16;
194:2, 8, 20; 195:18;
196:15; 197:4; 198:20;
199:1; 201:1, 12, 25;
203:13, 22; 220:1;225:12;
233:13,22; 234:2, 22, 24,
25;235:17,19; 236:5;
238:9; 281:6, 10, 282:2,6,
10,12;283:1, 5, 6; 284:23;
303:4;304:8;306:13, 22;
307:6,314:12;325:4;
344:18;349:8;350:14;
356:22;357:16;358:13;
360:17

managed 176:11, 18;
1779

management 46:18;
111:1;115:24; 116:2;
166:14; 167:2; 169:5;
174:1;197:17
managers 176:18
managing 105:17
mandate 95:15;159:12
mandates 26:11
mandating 84:11;177:13
manner 195.7; 238:25
manufacturers 31:23

54:18;57:21;66:6;71.7;
89:9,93:5;110:25; 147:2,
6;158:14; 166:23; 169:2,
3;188:6;195:12; 239:13;
240:9,248:11; 253:2;
264:19; 282:1; 284:14;
304:16;313:7;332:2;
342:21;346:13

March 25:1

marginal 98:1; 341:13,
21;347:16

marginally 264:4
marked 331:1

markers 41:4;59:23
marketed 284:21
marketing 114:16;
187:21

marrow 39:10;98:8;
195:3

MARTIN 183:20, 20;
241:13; 275:13, 14; 284:2,
$;299:20, 22; 306:2, 9, 23;
307:7;314:6, 11,17, 23;
336:15,19;344:22, 23
Martine 5:1

masking 274:13

Mass 330:12

match 36:17

material 238:23; 259:14
materials 38:21

matrix 195:6

matter 7.7, 17:17; 60:13;
107:11;116:16; 129:18;
162:3; 163:6; 179:24;
180:9; 258:6; 260:18;
308:16;318:10

matters 6:21;7:21, 253:6
mature 112:18;117:23;
119:11

maximize 60:7, 23
maximizing 62:10
maximum 77:10; 287:19
may 6:25; 7:14, 15; 8:10;
10:23;12:20; 13:3,30:13;
47:21;55:15, 23, 24, 24;
56:25; 39:13;61:6;66:13;
68:8,86:11, 20;90:3, 13:;
103:9; 105:13, 14; 107:4;
124:5;126:17; 1276, 15;
129:4; 130:2;136:21, 22;
137:14; 146:6; 151:12;
157:3;158:20; 160:14;
163:8;166:17; 168:4;
172:11,177:6;178:2, 3;
184:16; 185:9; 190:25;
192:18; 204:20; 226:24;
228:16;229:20; 242:21;
243:2,12; 259:21, 266:19;
267:7;268:18; 270:8;
279:9;293:14; 294:12;
299:14;301:3; 308:23;
313:22,24;317:5;318:2,
2;324:6,7,8,326:7,7;
327:2;332:12;335:19;
336:13;341:8,24,349:19;

87:16;93:24; 94:9,96:1;
99:3;133:25; 136:17;
137:2;150:1; 151:11;
152:23; 176:20; 264:15;
265:9; 270:25; 278:7;
280:18;319:5;335:4;
337:2;340:2;342:7,355:2
Mayo 17:3,5;19:8;21:2,
6,13;22:15;29:22;31:17;
32:1, 10, 23; 49:17; 63:18;
64:4,11;67:18;70:2;
71:20;72:16;102:11;
113:17;142:10; 182:18
McAllister 8:25;9:2,3
MDA 117:1
meal 172:11, 19
mean 36:16; 48:14;
71:16;78:20;85:13, 15,
16, 19;92:5, 10; 95:14;
100:16; 105:21; 134:16;
171:5;172:20; 179:19, 23;
180:13; 204:2; 248:23, 25;
253:11; 256:12; 269:23;
272:20;273:20; 282:24;
313:18,19;317:16;
319:12;322:24;348:3;
356:19; 359:20; 360:17
meaning 7:8; 54:6;
305:17
meaningful 29:1; 224:25;
225:4; 234:5; 300:6;
333:3;354:22
means 73:1;81:5;87:4,
6;161:2; 169:24; 171:3;
241:23;257:3;316:24;
343:3;348:7,8,9;351:7;
352:9
meant 51:20; 290:19;
301:16
Meanwhile 30:3
measure 83:17; 102:23;
223:10, 20; 262:16;
297:12; 298:2
measured 77:23; 186:5;
188:18;222:24; 223:11;
234:11; 23633
measurement 221.3
measurements 223:§4;
225:2;313:20; 340:25
measures 38:15; 40:7;
$8:5;124:1; 145:3;
198:12,223:8,12,12,19;
224:24; 234:15; 296:20;
297:19,21
mechanically 196:3;
210:8,13
mechanism 17:21; 18:1;
49:23:54:9,12,67:9;
107:5
mechanisms 80:6
medial 200:6
median 17:19; 19:25;
20:4;34:25; 36:16; 94:6;
115:3;116:7; 119:21, 21;
121:25;123:1,3;125:2;

221:11;224:18;228:11;
289:23; 291:4; 296:3;
302:1;,303:17;304:4, 17
medical 4:11,12,13,17,
20;5:1,3,5,9,11, 14, 16,
19,21, 22, 24;38:11, 21;
107:6,10;177:14; 182:11,
16,17, 21, 23, 25; 1834,
6,8,12,14,15,18,20;
190:1; 245:1
medications 11:25;
197:21
medicine 178:1; 189:2, 9,
18, 20; 190:10; 205:8;
340:4
meet 173:23
meeting 6:7,9, 14;7:23;
8:14;13:18;112:15;
125:10;181:22; 184:4, 6,
12,21;185:13, 21; 270:2;
278:7; 285:7; 292:16;
322:9;325:8;361:20, 22,
23
member 5:12
members 13:12;25:1;
38:20, 22; 40:5, 18;
166:16; 181:20; 267:7;
284:6;323:14
memo 322:19
Memorial 19:6;55:6
memory 280:10
men 318:1
meningitis 229:9;
230:15,18
mention 93:15; 176:7;
268:24
mentioned 68:14; 149:1;
166:21;277:21; 291:20;
292:21;297:15;303:15,
17;307:22;315:19, 24
mentions 300:17
mere 280:11
merely 214:17
Merian 246:13
meritorious 356:8
merits 45:8
message 80:15; 272:6;
277:13
meta-analysis 87:4;
95:8, 24, 24; 101:24, 25;
127:19;128:7; 213:1;
260:13;272:8;341:22
metabolism 58:15, 16;
59:5
metabolite 77:14
metabolized 58:19
metabolizing 58:9
metastases 161:19;
283:7,8
metastasized 11:20;
167:22
metastatic 14:2, 15, 22;
15:23;16:16;17:25; 18:2,
13;25:4,9;26:18, 22;

Miller Reporting Company (202) 546-6666 Min-U-Script®

(19) looks - metastatic



Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

27:23:31:13;33:19; 38:3;
42:19, 24; 43:2,13;47:3;
48:7,16,19;111:11;
* TG, 119:4;127:10;
12; 141:19; 149:15;
:12;231:21; 281:15,
¥4
meter 35:20, 21, 24, 25;
. 66:11,12,24;94:7,116:12
method 25:22; 29:19;
32:2:109:21; 202:13;
207:20;255:21; 335:7
methodologic 205:5,17;
210:16; 2189
methodologist 253:18
methodology 274:10
methods 16:24;31:18,
19; 189:10; 233:5; 238:4;
242:24
metric 50:23;51:6, 15;
146:12, 20
Michael 47:9; 73.7
Michigan 4:12;182:12
micromanagement
175:16
micromanipulation
173:9
microphone 136:11;
322:1,33%6:18
microphones 8:20;
185:19
r~idle 108:14
ne 324:23
stream 259:17
might 11:24; 20:9; 21:9;
34:21;38:15; 40:25;
49:14;54:10; 58:7;60:19;
61:24,80:4, 18;91:6;
95:18;97:20,98:4; 103:8;
106:11,11;116:6;119:2,
12:129:20; 131:24; 134:3;
136:25; 140:8, 13; 144:8,
21;145:7;158:21;159:15,
21;161:6; 166:18; 175:21;
177:14; 247:9; 248:14;
280:9; 286:18;311:1;
315:2;320:23;326:12;
329:7;336:5;338:8;
344:8;354:14; 360:24
Mike 73:5
miles 86:22
MILLER 14:7,8;27:10;
48:3,13,18;49:11, 21;
50:22:53%:22;54:11;
58:11:66:10; 68:10;70:8,
18,72:3,6,18;73:19;
74:8,25,79:4;80.7;81:19;
84:17;87:10,89:6;91:4;
92:4;93%:10,96:9, 13;
99:19; 100:10, 14, 20;
105:20; 131:25; 132:8
r'“qrams 35:20, 21, 24,
:6;116:12
‘ :69:20; 102:6;
121:24; 156:5; 179:23;
274:24,341:10;342:18
Mine 104:11; 161:6

mini-mental 199:10
minimal 342:18
minimize 34:22; 60:6;
343:21

minimized 343:6
minimum 168:3
Minnesota 111:15
minor 40:8; 56:15;
129:13,15;135:2, 3, 20;
178:16, 19; 180:3;327:25,
25;328:2,5;336:2
minus 57:10

minute 8:14; 158:4;
185:14;350:21

minutes 16:12; 194:24;
206:13,;322:9;341:16
minutia 169:7; 174:1
misleading 216:12
misremembering
242:22

missed 286:18

missing 133:11; 134:2;
204:24

mistaken 160:2

mix 34:10;93:23

mixed 21:18;54:13;
97:16

mixing 155:13;156:11
modal 171:22
modalities 267:24
model 57:21,98:15;
207:24; 216:9; 219:11, 16,
17;222:15; 242:20; 251:4;
271:24;278:14, 24; 279:3;
318:8, 16, 25;319:24
modeled 286:20

. modeling 101:5; 286:7;

319:16

models 104:18
moderate 252:5
moderately 271:17;
298:1

moderating 45:23
modern 150:12
Modernization 6:20;
299:2%

modest 26:3; 125:2;
127:15;179:8;192:11, 18;
302:16;329:7,336:11;
352:25;356:16, 16
modification 40:7; 44:5;
81:16;82:4;124:21;
125:1;135:11, 13, 154:12;
155:22; 156:6; 163:11, 17,
20,20, 22;164:9; 165:11,
13

modifications 43:19;
56:15;80:22: 1244, 18;
125:4;129:16; 130:6;
140:12; 142:5;155:11;
164:3, 13, 14, 16,19, 19;
165:15;166:8, 18; 173:17,
23;178:19; 179:1; 180:20;
181:14

modified 64:22;65:14,

19;142:3

modify 107:4
modifying 116:13; 133:9;
140:6

modaulation 278:18
module 297:9

Moffitt 4.22

molecular 59:24
moment 83:22; 208:8,
21; 211:6; 247:9; 266:5;
298:20;308:6
momentum 150:1
Monday 13:16

monitor 50:12; 226:19
Monitoring 5:12;39:19;
44:21;50:14; 57:13; 58:4;
60:17;63:9;66:4, 20,678,
68:18;92:14;95:17;
123:17;124:2; 129:15;
135:2%; 164:8;178:8;
286:13;307:23;322:10
monomers 249:9, 11
Month 108:25; 110:22;
192:20;193:10; 221:11;
275:24; 286:4;303:17,;
353:19

monthly 17:3

months 19:25; 20:1, 4, 5;
108:2;125:2;127:12;
143:8;179:9;180:11;
192:15,17;193:9,9, 15,
19, 20; 196:19; 200:7, 7;
202:13, 16,2247, 248:10;
276:9;289:19, 24; 291:5;
296:3;302:16

Moots 232:17

morass 148:6

more 20:11;21:7, 20, 24;
23:17;24:5;25:17; 26:10;
27:2:36:14, 15;51:21;
52:19,19;53:9; 55:22;
56:4; 58:4;60:2, 3;61:21;
65:16;78:11;80:5; 81:6;
82:2; 84:8,85:5,9; 866,
18,24;88:1;91:14;95:17;
96:23, 24;97:10, 11;
100:8; 104:9; 105.:9;
109:3;110:23; 112:18;
115:6;117:19; 123:19;
124:15,17,25;126:11, 13;
133:20; 13%:13; 1364, 10,
20;138:2; 139:18, 24;
142:4, 25; 148:21;152.7,
19, 23;153:12; 156:16;
160:7,21; 161:6, 12,17,
164:15; 169:5; 171:22;
173:1;174:20; 197:14;
198:16; 199:20; 201:16;
204:15; 205:25. 211:25;
212:22;221:3; 225:16;
226:1,6,9,11, 16, 24;
227:5,5,10,12,19;
233:12, 16; 244:7, 13;
249:14; 253:19; 256:24;
261:19, 19, 262:6, 10;
274:3;277:6;279:21;
285:16,; 288:18; 293:18;

304:22;314:10,12, 22;
315:3,14;318:8;319:3;
325:23;329:9;330:23;
332:15;333:8, 14;336:20;
337:25; 338:2; 339:6, 10,
340:4; 344:16; 348:24;
349:15;352:14
Moreover 37:5
morning 4:4, 8;9:2; 14:7;
49:19;50:9;111:25; 133:5
morning’s 8:24; 15:10
mortality 14:24; 15:5,7,
13;16:2;27:17; 28:13, 14,
18, 24; 29:4, 18, 24;30:14,
25;31:10,16;32:9, 19, 22;
33:10, 15, 20, 23, 25;34:5;
35:3;36:21;37:4, 21, 22;
43:8,15;45:21; 48:23;
49:5;50:20; 51:8, 20; 52:8,
10,16;62:22;63:14;71:4,
24;,72:1;,74.9;85%:12;
87:13;88:7;99:1,10,11;
104:15; 109:14, 19, 22;
110:1,7; 137:25; 144:11,
12; 148:14; 149:19; 150:6;
151:24; 152:17,19, 24, 25,
161:15; 196:16; 299:12
most 32:1;36:3, 18;39:6,
17;41:8; 50:20; 80:20;
102:23; 105:6; 108:5, 18;
112:20; 115:6, 19; 123:6,
15;125:10, 13;131:1, 14;
132:1; 136:18; 163:8;
192:4,13; 195:13; 196:23;
221:15,17; 240:7; 249:8,
253:2: 259:22; 266:18;
299:9;301:3;305:1;
330:17;331:2, 20, 22;
343:18

mostly 100:3; 191:24;
249:10,11

motivated 209:22

motor 224:15

mouth 140:4

move 94:1;116:18;
145:23; 149:14, 25;
163:11; 174:5; 244:15;
249:16; 278:20

moved 53:6;316:17
movements 81:7;
171:19;172:19

moves 314:25

moving 60:1;158:19
Moye 272:16,17; 273:9;
321:5,6,322:18;323:5;
345:19; 347:3; 353:5;
358:8;359:15;360:10, 11;
361:16

MRC 192:22

MRI 190:24; 203:17
much 11:8;12:25:13:7;
47:18,22;57:16;63:12;
64:17; 85:9;86:6, 18, 24;
87:1,;89:2;95:5;98:11;
103:3; 105:8; 106:13;
108:6; 126:15; 130:13;
134:7; 140:20; 145:5;
147:18;152:2;176:13;

180:8;211:10; 218:19;
220:11; 236:7; 237:20;
260:16; 262:6; 298:8;
303:7;324:7;325:9;
3299, 14;334:21
mucositis 20:20; 21:2;
175:10

muddy 150:11
multi-arm 27:19; 62:16
multi-center 31:15
mutlticenter 186:22, 24,
25;187:11,12, 14; 210:3;
285:10;300:18;301:18
multiforme 186:20;
190:17;192:13; 194:11;
196:9; 266:13; 267:1, 13;
284:24;285:13;302:23;
303:10, 25; 304:21;
314:18, 24;325:22;338:1
multiple 31:21; 41:2;
47:5;64:16; 128:2; 225:7;
270:13; 295:13; 302:10;
307:4;309:7, 14;330:12
multiplicity 287:15;
298:18,19;300:15;
302:12

multivariable 75:9;
216:6;217.7,22;218:3;
263:22,23,278:14
multivariate 96:5,7;
271:24;273:4;277:13;
317:7,10;327:1,2,11, 16;
330:24;331:6;335:18
must 37:21; 105:21;
165:20; 167:9; 168:3, 20;
169:14; 200:1; 254:22;
257:25;311:12;333:23;
346:25

mute 73:17
myelotoxic 23:3
myocardial 115:13
myologic 267:15
myself 141:7; 265:9

N

N9741 27:21;28:11;
29:25;31:5;33:7; 45:20;
49:17; 58:20; 64:21; 65:6,
19;92:14; 149:22
nagging 346:12

name 14:8;49:16,; 186:10
narrow 213:14;314:23
narrowed 314:9, 21
narrower 213:25
National 13:15;47:14;
108:25; 110:21;111:13,
16

natural 334:18

nature 191:18, 21, 194:2;
225:9;356:10

nausea 108:9

Navy 4:14

nays 345:11

NCCTG 9:16;27:21;

meter - NCCTG (20)

299:23;302:23;303:12;

Min-U-Scripte Miller Reporting Company (202) 546-6666



UNCoI0LgoC DIrugs AGvISOTY Lommittec

69th Meeting

rood and Drug Administration

December 6, 2001

28:12; 29:5, 19;30:22;
33:7:38:9;43:11;47:9;
48:19;49:21,57:12;
58:20;70:23;73:12,22;
80:2;97:20;102:13;
106:23; 114:22; 118:6, 16;
124:18: 135:11; 136:3;
142:2; 144:21,; 146:14, 19
NCI 4:14;38:8,18,73:9;
171:18; 266:25

NCIC 73:12

NDA 186:2;187:4; 188:9
near 199:15

nearly 212:5; 214:10
necessarily 60:2; 61:3;
67:4;72:20;91:11;95:14;
262:18:294:13; 300:23;
318:21;340:8
necessary 10:4; 16:11;
31:25;83:19;112:6;
125:18;201:14;308:22;
312:4;323:10
necessitated 308:9
necessity 300:9

need 8:5; 12:20; 20:16;
53:11;55:16; 59:11;60:3;
61:1,7, 16,20, 64:19;
69:21,89:15; 102:6;
106:19; 123:9; 131:20;
132:2;134:17; 146:16;
148:3; 158:16; 160:10;
176:1,2,2;178:2; 185:3;
247:10;248:3;272:17;
275:13;282:17,302:17;
308:17;309:24;310:1;
312:20;318:19;321:13;
340:6, 18, 21;343:10;
353:6;358:17

needed 17:21;136:18,
20;194:5; 208:16; 210:1;
212:4;295:15;322:13
needless 347:8

needs 54:22; 84:8; 213:3
NERENSTONE 4:3;5:5,
5,7.4,14;8:23;11:8;
12:25;13:7,23,47.22;
53:20;56:10;57:18;
62:11;67:22;68:22;
69:23;73:25;77:24;
79:23;83%:21; 84:24;
89:21;90:5,19;91:16, 24;
94:24,96:3;98:19; 101:1,
19;104:9,24; 106:13,17;
111:22;130:14;132:12;
134:10,21; 136:7, 10;
137:18;138:10;139:11;
140:2,18; 141:12; 143:3,
14; 144:1, 14; 145:10;
146:8, 25;147:8, 16;
148:17;149:10, 21;
150:16; 151:8; 152:14;
153:12;154:3,9, 18;
155:6,21;156:8, 19;
157:13, 19; 158:3, 24;
159:10, 23; 160:11; 161:5;
162:6, 13, 25; 163:9, 14,
24;164:2;23;165:3,7,12;
166:3,6,12; 167:1,5,7:
168:2,15,19,23, 25;

169:10, 19;170:18, 24;
171:10;172:3, 16, 22;
173:7,12; 174:6, 14, 23;
175:15;176:23;177:7, 20;
178:8;179:1,5,13,15,21;
180:15, 23, 181:9,17;
182:4, 25, 25; 185:20, 25,
236:9,17;241:11,17;
244:18, 22, 245:8; 249:16;
250:6; 253:25; 254:20;
259:18; 261:12; 268:20;
270:25;271:3;272:16;
275:10;277:16, 19;
279:11;280:18; 283:11,
22;284:2;306:2;307:8;
310:3;313:13;314:4;
315:17;316:19;319:5;
321:5,25;323:12;324:15;
327:18;329:5, 24; 331:19;
332:21;334:15;335:2, 23;
336:17;338:7;339:4;
341:5;342:7, 20, 25;
343:17;344:15, 22; 345:6;
347:2,4, 24; 348:19;
349:4;350:2,6, 11, 20, 23;
351:3, 10,13, 15, 23,
352:2,19;353:3;356:12;
357:5,12;358:3, 10;
359:6, 24; 360:6,9,12;
361:4,11,18

nerve 222:2,224:12
nervous 148:15;310:19
nested 207:4

nests 191:25

net 269:17

Network 9:12

neuro 223:8,10,11,19;
224:23;234:14; 26922
neuro-oncologist
356:11

neuro-oncology 182:13;
189:19; 268:1
neuroepidural 281:13
neurologic 190:21;
223:15;224:1,227:11,15:;
234:13; 236:4; 271:7, 13,
20

neurological 186:6;
188:20

neurons 348:17
neuropathologist
191:7;326:8,8
neuroperformance
198:12; 203:1,297:18
neurosurgeon 191:14
neurosurgeons 341:25
neurosurgery 189:1, 16,
17;190:9

neurosurgical 229:23
neutropenia 21:4,7,10;
40:4;76:17;89:18; 90:25;
91:7,96:21;97:10, 21;
98.4; 123.:23; 126:21;
169:20; 174:22, 25; 1756,
10,13,19

neutropenic 21:11, 15;
41:17;91:10;99:21;

106:9; 126:22
neutrophil 123:20
Nevertheless 10.7;
114:19;125:25;139:9
new 25:3;28:12,17;
29:19;43:11, 13, 19;44:3,
7:46:21:63:20;65:1;
T0:22; 109:18, 22; 145:13;

146:12,20; 182:7,183.7; -

188:1, 16; 190:21; 235:21;
241:22; 246:1; 285:10;
315:3;326:21;333:11;
344:17,19;354.:8
newer 17:8; 147.9;
150:23

newly 187:10, 19, 22;
188:3, 8; 201:1, 24; 234:1;
265:22, 24; 268.7, 16;
285:6; 287:3, 288.9;
301:10;314:24;334:2;
349:10;350:13; 352:22;
356:22:357:16;358:12;
360:16

next 11:10;75:6,7; 766,
15, 19; 88:6; 977, 23;
135:9; 164:20; 167:25;
168:6;169:25; 170:7, 14;
173:3; 177:20; 206:13;
212:21;216:16; 217:6;
223:7,225:13;228:12, 22;
288:7;342:4;353:19;
361:20

nice 48:2

nicely 255:6

nightly 50:1

NIH 182:14; 266:20, 25
nine 22:14;118:19;
192:17;193:15, 18;
248:10; 281:11

Ning 183:17

no-vote 143:12
nobody 84:6; 253:23;
274:7;308:7

nodes 107:21

noes 359:22

noise 101:13;210:20
nominee 4:9; 182:9
non 313:14
non-academic 93:12
non-brain 355:25
non-cancer 51:13
non-definitive 244:11
non-GBM 288:13;337:7,
22

non-Gliadel 257:10
non-inferiority 63:11
non-intentional 327:8
non-omission 251:25
non-prospectively
273:21

non-protocol 152:16
non-random 327:7, 9
non-reservations
348:14
non-significant 296:1;

303:5;313:16
non-small 42:11
non-standard 289:2;
316:10
non-statistician 332:22
non-stratified 293:17;
294:18; 295:11, 2965, 9,
20;303:1;309:19;312:10,
non-treatment 51:2
None 282:25

nor 208:7;227:9

norm 206:22

normal 12:6; 107:14;
108:6;199:15; 257:10;
271:16;297:25;344:8
North 27:20; 136:13;
145:13; 151:9; 285:14;
303:6, 9;304.9

Norway 197:5; 198:25
Norwegian 271:23
notable 36:13

note 7:22;8:11;17:5;
23:16; 24:14;36:23; 42:1;
47:8,61:12;68:4;73:22;
109:16; 127:3; 184:20;
185:11; 208:18; 216:24;
301:25;304:4

noted 8:6; 28:18; 185:5;
204:8;220:11; 228:14;
230:13%

noteworthy 20:19
notice 268:22

notified 49:23

notify 146:16

notion 134:25; 267:12;
27311
notwithstanding 7:10
Nova 245:23, 24, 25;
247:7,259:15; 276:20
novel 17:20

November 44:1

NSAUP 73:22

nul 278:21

number 39:11;41:22;
42:17,43%:25;51:11;
56:18,58:17;62:4; 83:8;
86:9; 88:4;94:15;99:16;
100:18, 23; 104:16,17;
109:17;112:1; 116:3;
117:21; 124:3; 143:20, 21;
163:23, 25, 168:13, 16, 19;
181:13; 187:5, 16; 202:24;
204:24; 205:4; 213:11;
216:20;231:1; 232:22;
247:8; 2499, 255:20;
262:20; 263:8; 265:24;
266:24; 280:22; 282:21;
288:3,12,13;297:13;
309:11;325:25;336:11;
342:10;350:11,12;352:2,
2;357:13;358:11
numbers 63:7,9;65:11;
72:20;,77:15,78:16;
79:21;103:23; 104:18;
220:18; 255:15; 256:3;

257:24; 258:19; 289:10;
339:23;340:24; 341:18;
358:20,22, 25
numerical 299:10
numerically 126:25
numerous 31:9
nurse 105:7, 13
nurses 108:13;111:19

o

O’Connell 47:9;70:19;
73:5,8

objective 71:2; 160:21;
271:15;274:10; 298:3
objectives 15:10;34:3;
201:19

objectivity 324:11
obscured 214:10
observable 271:19
observation 267:11
observations 27:8;
112:17;243:9

Observe 137:4

observed 21:7;30:1;
32:22, 25;33:5, 21,35:9;
37:6,17;41:25;42:1;
43:16;118:15;123:6;
142:23, 208:12; 222:9;
225:20; 226:13; 228:9;
229:4; 2439

obtain 8:15;34:12;
276:20

obtained 7:1;32:4; 41:6:
60:19;117:3; 184:16;
186:17

obtaining 198:3
obvious 63:8; 133:10;
254:16;267:21; 268:11;
311:22,25;355:14
obviously 29:15;78:3;
80:24;101:12; 107:6;
133:3;171:13; 176:22;
179:25; 232:4; 250:8;
262:15; 268:18; 269:20;
274:21;315:14; 336:9;
349:25;352:14,;360:23
occasionally 338:5
occur 57:25; 115:25;
228:12; 229:4; 259:21;
336:2

occurred 39:17, 23,
44:24;50:5;110:8;
116:24;117:4,18; 131:15;
143:7;227:12
occurrence 123:11;
2999

occurring 20:21; 22:18;
28:16; 29:9;61:24; 109:20
occurs 313:24

ODAC 25:1,11;76:4;
96:15; 147:2,:246:5;
267:7,270:2; 285:5;
292:16;304:25;323:16;
344:21

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(21) NCI- ODAC



Food and Drug Administration Oncologoc Drugs Advisoty Committee
December 6, 2001 69th Meeting
odd 349:21 102:25;105:3,7, 8; 214:5; 220:14; 221:16; original 91:19; 142:6; over-stratification
off 51:22:70:12; 74:16; 107:23;108:22;113:2; 223:4; 225:3, 229:3; 169:22;170:8,9, 15; 211:3,4;212:6; 254:15;
79:20;92:5; 98:23; 216:5; | 115:11,16,17;131:7; 231:6,8,9,23,25,233:6; | 188:9;191:23;205:11; 311:1

135:17;136:21, 23, 239:7; 245:2; 246:25; 206:25,; 216:23 overall 29:1; 42:20;

> *4:323:5,.15
«e-shelf 210:4
wwel 24:11;38:1;173:22;
191:16 .
~offered 17:22
offering 120:23
offers 44:10; 46:16;
1115
offhand 132:9
Office 7:2; 183:24;
184:18
officer 189:24
officially 166:24
ofts 74:17
often 51:1; 60:16, 18
Ohye 4:7,9,9;7:22;
162:6,7;182:8,9,9;
184:21;275:11; 277:16,
17;314:4,5,15,19;315:5
old 74.:3, 16; 102:23;
115:6
older 75:5; 86:5; 89:3;
97:11; 100:6; 102:7,19;
103:17;176:13; 279:8;
324:7:329:13,17,19;
33019, 14
oligo 282:12
oligoastrocytomas
3" 4
lendroglial 325:23
oigudendroglioma
3168
Olson 111:18
Olympic 66:16
omission 251:25
omit 94:13
omitted 242:10, 16
once 60:15;79:20;95:21;
176:12
oncologic 39:8; 44:15
oncologist 4:12,13, 18;
5:4,15,17,20,22;182:12,
22,24;183%:9,13,15
oncologists 39:15; 84:5;
262:3
oncology 4:22; 5:2, 6, 10,
11,22; 14:9; 26:12;39:4;
59:18;60:1; 70:6; 103:21;
161.7,176:6; 182:18;
183:1,5,7,15, 21; 1898,
17; 205:6; 206:21: 274:12;
301:8;346:16
ane 9:17; 13:16; 14:20;
17:20; 18:18; 19:2; 23:6;
27:19;46:12; 50:16, 20;
51:19;52:24; 54:14; 577,
10,59:7,60:14, 21;61:21;
G 63:1,5,12,17, 24;
¢ 65:16;66:4,9:
6w, 69:24;73:4; 75:20;

137:21; 139:7; 141:15;
144:2,3,8,12; 150:10;
151:21;152:6; 155:9;
159:8, 22, 160:2; 164:15;
166:5; 167:22; 168:9, 23;
169:21;170:6, 11, 13;
171:23%;174:12; 176:20;
179:25; 180:4; 181:3;
192:20; 199:25; 200:2, 16,
17;201:8;205:25; 207:25;
208:4, 22; 209:14, 16;
210:5,22, 23; 212:6, 16;
213:3;214:16, 24; 216:9;
219:18; 220:3, 14; 221.7,
10, 16; 223:20; 228:20;
229:6; 231:6; 238:16;
249:2: 250:9; 251:16;
255:7; 258:7; 260:17;
261:7, 18; 262:18; 263:25;
266:16; 267:16, 20;
268:22; 269:25; 271:21,
272:5,18;276:3,12, 14;
277:12;278:5, 13, 16;
279:1;280:13, 21, 286:17;
290:4; 291:15; 293:16,17,
18,19, 21; 295:6, 8;
296:19; 298:5; 299:23;
300:1;303:22; 309:11;
310:8,9;311:3;312:22;
313:11,17,21;315:9,9,
14;317:19;320:20, 24;
321:2,3,9, 16, 20, 23;
322:12,16;323.7,7,19;
324:19;325:13;327:1, 11,
12,24, 25,25;328:2,5,8,
9;329:3;332:14; 334:23;
336:12; 339:6;340:19;
341:20;343:4;344:8, 16;
345:14;346:15, 16;
347:15,352:2, 20; 355:20;
360:12,13

one's 144:8.8

one-day 361:21
one-dose 35:23
one-half 192:20
one-topic 361:21
one-year 296:6

ones 79:22;104:2;
147:10; 166:10

ongoing 27:15;32:13;
55:12;58:25,68:7,
112:12,19;114:16;
116:23; 117:10; 125:9;
130:3;181:14

only 11:5;16:20;19:17;
23.5; 24:8; 2%:12; 27:8;
32:16;33:11;36:7, 22;
40:16;41:12, 24; 42:18;
56:5;78:3;99:14; 116:16;
117:10; 120:3; 122:11, 21;
125:25; 126:8; 131:21;
135:18; 136:13; 159:17;
169:1;170:19, 21;172:8;

266:13; 276:18; 280:6;
281:17; 285:2; 286G:8;
288:5; 289:16; 292:5;
2098:10,13;299:4;309:11,
12,16,23;310:112;312:9;
313:11,16;315:19, 23;
320:4, 13,22;324:21;
3276, 14, 21;340:13;
345:24,;349:6;352:11, 15
onset 116:10; 190:22
onslaught 60:13

onto 94:1; 116:18

open 8:23,9:1; 14:5;
47:23;56:23,57:6;
130:15; 185:20; 186:22,
24;187:11; 236:10; 306:3;
323:13

opened 253:15
Opening 182:3
operate 237:18
operating 191:15;
195:24; 196:5,;238:8;
281:16, 21

operation 12:12
operations 7:13
opinion 52:4;73:21, 24;
157:10;216:13; 244:11;
258:4; 266:21;320:2;
344:13,348:2

opinions 164:21; 241:8
opportunity 12:11;
40:23; 57:5, 16;60:22;
186:14

opposed 105:9; 256:13;
267:6;311:6;313:9;
349:23

opposite 71:22;326:22;
348:4

optimal 210:13
optimistic 61:3; 286:6
option 10:24; 12:17, 20;
25:16;47:8;110:19;
111:10; 142:25

options 11:1; 12:22;
46:18;111:1

oral 39:24

orally 138:17

oranges 29:16
ordained 318:6

Order 4:2; 15:8;29:3, 16;
31:5;34:12,22;35:4; 45:3;
60:20, 24;69:5; 173:23;
182:3; 200:10; 245:14;
256:15; 265:14; 302:2;
324:24; 340:25

organ 23:17;36:5, 20
organization 9:13;
34:10;38:19;110:20
organizations 47:6;

originally 62:16; 143:1;
155:25; 220:13; 245:22
others 9:9, 10; 174:23;
202:16;344:13
otherwise 60:19;62:23;
84:22;308:16;322:12
Otis 5:14; 183:8

ought 103:1; 261:11;
300:18;302:7,11
ourselves 51:18;338:6
out 13:19; 46:10; 50:22;
51:10;52:1;54:2, 13, 59:9;
60:20; 63:9, 16;69:13;
75:20;79:5; 80:8,17;
81:10;82:5;86:3,8, 12;
91:5;93:24; 96:2,98:15;
105:10; 115:21; 121:2, 16,
17;135:12; 136:23, 25;
137:5;142:22; 143:16, 19;
147:5, 21, 150:24; 151:21;
153:11;155:8, 17, 156:14;
158:18;167:15; 193:14;
195:25; 200:17; 212:5;
219:15;222:15; 236:15;
237:24; 239:1; 240:19;
253:5;257:15; 258:16;
266:14; 267:21; 268:16;
272:23;282:5,13;311:15;
312:23;313:8;315:13;
321:2;336:15;337:11;
340:13;344:7,346.7;
353:19, 20
out-patient 39:24
outcome 41:2; 74:20;
75:13;76:10, 19;78:8, 13,
20;79:1; 134:25; 198:4;
207:19; 208:20; 274:11,
13;297:21;338:2;347:11
outcomes 41:8, 14, 22;
42:13;87:18;98:5; 273:6;
335.8;341:1

outline 205:19
outlined 164:19;219:4;
251:1;259:10;284:12
outpatient 108:3; 115:1;
127:24

outset 307:5

outside 67:19; 267:2;
316:12

outweighs 7:12

over 11:24:13:6; 14:18;
16:20; 22:5; 24:10,17;
46:13;64:12;65:4;72:1;
74:12;78:12;85:6,;95:10;
127:24;150:2;194:12;
205:20; 208:24; 210:14;
224:4,7;236:6, 22, 24;
237:14,17,19;253:1, 1;
260:16; 264:2; 265:23;
266:2; 270:16; 283:19;
305:9;316:5; 331:24;

80:15;87:24; 114:9;
117:22;126:20,177:3;
186:4; 188:18; 200:5, 21;
201:6;202:11, 22; 205:22;
207:19;212:20;214:9, 11;
215:15;217:2,17, 2188,
25;221:24;222:9, 24;
223:5;224:16; 229:9;
230:7; 234:10; 235:1;
236:3; 241:15; 244:15;
255:12,24;272:12, 14;
275:24;276:17, 21;
288:17;289:15; 290:1 2;
294:21; 295:25; 303:23;
306:22;325:3;331:7;
349:7
overhead 224:12, 15
overlap 72:13, 16; 73:1
overlapping 267:24
overlook 80:19
overly 286:6
oversight 80:6
oversimplify 306:24
overstratification
293:14
overview 76:3; 188:24;
190:12; 225:11;3%27:22
overwhelmingly 2457
own 9:8;59:2; 61:23;
177:15;211:7;282:7;
320:25;339:16
owned 259:12
owns 6:23
oxali64:15
oxaliplatin 28:1, 3; 29:2;
63:24;78:22; 149:24
Oxaliplatin-containing
49:1

P

p 204:23

p-value 196:20; 200:13;
214:20; 216:5; 219:3;
222:11, 14; 244:16;
251:24, 25; 260:1, 8;
261:3, 15; 264:3; 274:19;
275:22;276:3,14; 2778,
12;279:14; 290:4; 2918,
9,25,292:1,2,3,7,16;
294:19, 22, 22; 300:24;
301:1;303:22; 304:24;
308:10;309:6;513:11;
314:25;315:13;337:12,
15

p-values 273:3, 18, 23;
275:19; 278:21; 292:10;
297:19; 301:4; 303:21;
304:12;307:10; 313:7, 14;

76:6,7;78:23; 80:19;86:5; | 193:22;196:20, 21, 23; 110:23 332:14;336:16;353:19 | 317:9;318:25;319:2;
89:3,7,90:21, 24,94:2; 200:15; 201:12; 203:15; organized 113:22 over-interpreting 320:9;335:21;336:10
98:20;99:20, 25; 101:11; 206:13; 207:13; 209:14; organizing 38:21 104:14 p.03327:5

odd - p.03 (22) Min-U-Script® Miller Reporting Company (202) 546-6666




Oncologoc Drugs Advisoty Committee

Food and Drug Administration

69th Meeting December 6, 2001
p.07 327:5 318:1;332:14;337:2; 316:14 22,24,25;226:6,20,25; | people’s 164:21; 166:23
p.m 181:22, 23;182:2; 338:23;339:19;347:6; patients 10:23,25;11:2; | 227:1,13,25;228:19; per 34:25; 35:20, 21, 24,
361:23 355:10 12:17;14:2;18:6,8;19:1, | 229:23;230:5,10,11,16, | 25:59:25; 65:14;66:11,

Pace 232:7

package 15:18;16:9;
22:8;25:14;38:1;43:18,
21;44:6,10,18;45:2;
46:16;47:7,12; 58:6;83:7,

24;84:2,12,20;88:16,22;

103:8; 167:8; 198:1;
240:15,15;322:4,5
packet 321:17
page 71:2,13,15;
146:10; 164:20, 20;
207:12; 216:11; 249:18;
253:21;257:2,3;275:21;
279:16; 280.7; 292:12;
342:9
pages 323:1,1
paid 13:5; 246:9; 253:18;
268:9,13,18
pain 54:24
palliative 191:17;194:2
Pamela 8:25;9:3
panel 38:10, 20;39:19;
40:5,11;43:23:113:22,
25:114:2; 117:14; 246:5;
323:14;329:11
panels 123:15
paper 57:23; 265:20;
277:4
papers 210:22; 283:19
paradigm 300:8, 17
parameter 270:5, 10
parameters 77:19;
262:17;271:12; 297:1%;
298:17
Pardon 143:12
parenchyma 228:16
Park 17:4;30:10,19;
31:17;32:11;40:13;
7:18, 20; 71:20,72:17;
81:10;113:17;119:2
Parkiawn 7:3;184:19
part6:7;11:21,12:19;
43:25;49:9;91:5;94:11;
108:5;128:23; 163:11;
169:2; 176:16; 184:4;
245:21; 246:3; 247:15;
205:12;316:10;329:4;
332:6;343:6, 16; 346:24;
353:18
partially 324:24
participants 6:10;8:3, 4,
7,184:8;185:2,3,6
participate 7:15,17
participated 38:23
participating 7.20, 23;
32:1%:38:12; 184:21
participation 7:12; 8:13;
185:13
particular 7.7;8:18; 16:1;
24:14;45:14; 54:22:58:1;
77:6;89:13;90:11, 12, 18;
159:3;206:2; 224:11;
243:11;280:5;301:8;

particularly 47:1;
105:25; 253:10; 278:2;
305:8;328:23;331:25
parties 211:15;285:13
Partly 324:17

partner 110:23

parts 59:6;112:8

party 267:5

Pasadena 5:23; 183:16
pass 336:6

past 16:21; 29:4; 30:23;
32:25:33:6,22;35:4;
108:18; 109:23; 127:24;
344:21

pathologic 191:3,5,12;
342:1

pathologist 191.9;
238:7,12, 14,19, 20, 21,
22,23, 24, 239:10, 11, 14,
15, 18, 18, 25; 240:4, 5;
282:2 15;288:17,326:7
pathologist’s 240:19
pathologists 238:16;
266:11,21

pathology 238:4; 239:4;
240:25; 241:3,3, 14;
266:9;283:9;301:21;
325:6,7, 19, 20;326:10,
11, 18,19;327:21; 350:5
pathophysiology 55:7
pathway 60:15

patient 4:15;8:17;9:12,
16,21; 23:6; 26:3,11;
34:24;35:1;36:2;37:10,
13;38:16;39:19; 40:25;
41:2,4,12,19;44:19, 21;
47:5;49:25; 50:25; 53:11,
14, 17;54:3; 55:14; 56:23,;
60:11,19;62:10;64:6;
65:1, 18;74:16;76:4; 78:3;
91:20, 23;92:19, 24;93:5;
104:8; 105:4, 10; 106:3;
110:14; 115:16,17;
119:12;120:10,18;
123:16;124:2:126:17;
127:5;129:15;132:5;
135:23;199:21; 160:5, 8;
161:12:162:1, 2; 164:8;
167:2:172:11,174:2;
175:25;177:15; 180:9, 10,
11, 14;183:11;185:16;
190:25;191:10; 193:24;
197:25; 199:18; 202:14,
16, 19; 203:13; 204:12;
211:7:219:1; 220:14;
221:16;224:16, 16;
226:23; 228:20; 233:14;
235:2;237:4; 238:10;
256:24; 2588, 9; 260:25;
261:20; 264:24; 267:2, 19,
19;268:7, 14, 17, 282:9;
287:4; 289:20; 294:9,9;
296:15;316:17;331:12;
339:1%;347:11, 14
patient’s 60:8; 288:9;

18;20:22;21:17,19, 21,
23,25;22:12,17, 21, 23:3,
16, 18, 25;24:2,17; 25:8,
16;26:17,21,24;27:3,22;
28:19,22:30:7,17,19;
32:9,15, 20;33:9, 15;
34:17, 25;35:9,13,14, 17,
19, 21;36:7,7, 13, 19, 22;
38:11:39:11, 21;: 40:2, 16;
41:23,24;42:2,5,8, 10,
25;43:7, 10; 44:21; 45:16;
46:4,19;51:11; 53:10;
54:18, 23, 25;56:17, 18,
24;57:2,58:8, 23; 59:19;
60:18;61:2,9, 23,625, 8;
63:2, 22:64:21, 25; 66:6,
15,18, 20;68:4, 11, 16,
21;69:16;74:2;,75:2, 4,
23;77:5,7,8,78:10, 15;
79:7,7,8,11,21;81:3;
82:6;83:14, 14, 84:2;
86:19;87:21, 25, 88:1, 4,
5;89:4, 9, 14;90:9;91:7;
92:8,9;93:9;95:3,11, 12,
12,17;97:11,99:16;
100:2, 4, 19,19, 21, 23;
101:22,23;102:1,2,7,16,
19;103:2,9,21;104:1,17;
107:14; 109:6, 7, 10;
110:25;111:4,11;113:5,
23;114:5;115:2,3,5,7, 8,
10,19;116:3,8;117:14,
21;118:5; 1194, 21, 22;
120:2,4,6,13,16,17,22:
121:1,11,13,19;122:1,7,
10,12, 15,20, 21;123:6;
124:11;126:3,6,9,12, 14,
16;130:1;131:19, 21;
132:19,25;133:17,19;
134:2,7,7,12; 13538, 14,
15,16;136:9,14, 16,18,
20;137:3,7,8, 13, 14, 24,
25;138:2, 5,19, 24;
139:20; 141:10; 144:25;
145:1; 147:23; 152:17;
154:17, 24, 25, 156:13, 25;
157:23,25;158:9, 14,
159:12; 160:4, 15; 161:4,
14,17, 21, 24; 162:17, 20,
22, 24;163:7; 165:16, 20;
167:9; 168:20; 169:2, 5;
175:24; 176:1,7; 186:7,
20;187:3,6,9, 16, 22, 23;
188:3,9, 20; 190:14, 16,
17,19,20;191:17; 1929,
12,25;193:2,7,16, 21,
23;194:5,8,11,12;
195:17,196:14, 17,18, 22,
25;197:3,7,8,9,15;
198:25; 199:6, 8,9, 20;
200:8, 13, 25; 20112, 24;
202:2,3,11, 15, 23; 203:06,
7,10,14, 15,19, 23, 24;
204:16; 205:12; 209:14;
213:11; 214:25; 219:25;
220:10,12, 16, 18, 20;
221:1,9, 24, 222:5; 2233,
4,15,224:3,18,19; 225:5,

16,23:231:6,8,9,11,19,
20,23;232:8,11,11,12,
17,21, 23; 233:2, 13, 16,
17,20, 234:1,3,9, 22;
235:10, 11, 12, 17; 236:5,
21,24;237:1,8,13,17,
19, 22; 238:2; 240:23;
241:1,6; 243:12; 2453, 6;
248:12,15, 16,19, 22, 24;
249:6, 24; 256:21, 22;
258:8,10; 259:5, 10, 13;
263:4,9; 2656, 16, 23, 24;
266:2, 25; 269:13, 18;
270:6; 271:25; 279:9;
280:22; 281:10, 11, 14;
282:8 25;283:1,4,6,7,8,
10; 284:23; 287:16, 19, 21,
24;288:2,3,6,12, 13, 14,
18,20, 25;289:1,1,5,8,9,
10, 16, 20, 21; 294:2, 5, 7;
295:21, 22, 23, 297 4;
298:10, 12, 13, 14;300:20;
203:11;304:7,19, 21, 21,
22;305:18;315:20, 25, 25;
316:6,7,10;317:22;
324:21;325:4, 21, 23, 25;
329:13,16, 17, 19;330:6,
7,9, 14, 15, 24;331:24;
332:3,13,19;333:14;
334:3,4,7,336:11;337:8,
9,9,11,22;338:14, 15,
21;341:18;347:14; 349:6,
10;350:13,352:22; 35711,
16;358:12;360:16
pattern 42:1; 56:7; 76:16,
17;98:11;231:9,17;
318:12,13,17;3499
patterns 41:25

payers 268:11

paying 152:23

PAZDUR 6:2, 2; 65:3;
139:1; 156:2; 157:20;
158:17;163:10, 19; 164:1,
12;165:1, 5, 10; 166:4, 10,
20;168:12, 18, 22; 169:7;
173:11, 158, 21; 174:13, 16;
175:3;177:1;178:10;
179:4, 14, 20, 24; 181:12;
183:22, 22; 350:24

PCV 192:6,23;193:4, 11,
12

PELTIER 186:10, 11
Pelusi 8:13;185:12
people 13:20;59:17;
69:18;71:11,78:1; 80:5,
18;82:1, 21; 83:5, 8, 20;
85:6,7,13,15,17,19, 20;
86:6,7,8;88:23; 92:1;
139:19, 19; 140:22; 143:9;
157:21, 23; 166:24;
171:10,15;172:4;176:19;
177:11;178:2, 21, 22, 23;
181:1;253:2;282:22;
310:6, 14, 14:311:19;

| 320:23;338:5;339:17;

342:21;343:6,7:348:8;
355:16, 20

12,24;70:18;94:7;98:15;
116:12;169:12;199:8;
226:8; 254:13; 264:1;
281:5;341:18
perceived 127:6
percent 17:18;19:18, 19;
20:22; 22:15, 16; 23:1, 2,
12,12, 13; 26:20; 27:3;
28:18, 21; 29:6, 21, 22;
30:17, 18;32:10, 16, 20;
33:11, 16,367, 22, 24;
50:20;51:19,19, 21;
52:10,69:17;74:11,12;
109:6,9;116:11;118:19,
20;120:22;121:3,4,17,
18; 124:20; 126:5, 8, 14;
132:19;144:10,11;
149:18; 190:16; 193:6;
196:10, 18, 20; 197:12;
200:9;201:2, 4, 5; 204:7;
213:6, 25; 214:10; 215:6;
217:18;218:17;219:2,17;
220:3,6;221:14;222:10,
16,18; 223:2; 225:17, 17,
24;226:7,8;227:12;
229:10; 230:8,9, 14, 15,
19;231:6,19;232:10, 11,
14, 19; 255:9; 256:3, 6, 18;
257:5,6; 260:15; 261:7, 8;
262:25, 25; 263:24; 264:1,
3,274:14, 18,2777, 14;
286:3,8,9,17, 20; 288:24,
25;291:12,13,14,19;
298:12,13;303:11,12;
315:20, 24, 25;328:11, 11;
344:6, 14;356:1
percentage 22:17;
131:19;132:18;191:22;
204:25; 220:12; 240:23;
241:1, 6; 244:17, 265:5;
332:19

percentages 118:22
perception 154
perennially 208:12
perfect 325:18
petfectly 272:9
perforating 175:13
perform 40:23; 216:1;
252:5

performance 23:25;
24:2;35:11, 13, 15; 36:5,
20;37:13;38:17; 4115,
20, 23; 42:6; 44:20; 53:10;
65:20,78:10, 15;79:2, 22;
86:11;87:15, 21; 88:5;
96:25;97:9;98:12,17,
99:8,11,12,13;100:2, 12,
15;101:11, 14, 17; 102:22;
103:2,19;115.7,18;
120:1,3,5.17,2%;121:3,
5,6,10,14,13,17, 18, 20;
122:2,3,8,9,11,12, 15,
20,22;131:18, 20, 22;
132:2,6, 14, 18, 21, 25;
133:8,11;134:12; 136:8;
139:20; 145:22, 23,

Miller Reporting Company (202) 546-6666 Min-U-Script®

23)

p.07 - performance



FOUL @G L7V UY ACIELUIdLL A0

VHLOGIOROUC UTUES AUy DBULY Lollnce

December 6, 2001 69th Meeting
154:16, 23;157:22,24; 108:21; 282:15 309:21;312:19;345:23 plotted 99:13 portion 8:24; 185:21
158:8,15,19, 20;159:13; | petit 256:13, 20 Piantadosi's 309:10 plus 102:5;135:13; posed 129:18;133:17;
160:1,3,8,162:3, 24; Petrelli 40:12;82:15 pick 60:18;61:6;71:15; | 160:22,23 152:9;354:24
142:3,5,7, 186:6; I?g{?i Ph.D6:17-75 309:23;321:1 ' podium 299:19 poses 320:24
0,11?61332%;9 AL pharmaceutical 31:8, picked 249:19;320:24 point 8:18;10:23,;46:10; | position 225:6; 253:18;
y - 23;68:24; 246:2; 2477 Picking 277:20 50:21;52:15;54:2;56:18; | 293:18;352:6

2u%:19; 204:17; 207:11;
208:11;216:19; 217:23;
222:2,3,13,25;223:8,9,
C10,12,19;224:23,234:12,
15; 236:4; 249:18; 269:22;
278:6; 279:10, 15; 290:16;
295:2; 296:18;311:6
performed 38:14; 96:5;
114:13;116:25;158:2;
197:3; 209:25; 210:7;
218:11;219:10; 220:23;
222:21;290:17; 291:23;
292:9,297:3
performing 247:19
Perhaps 49:13; 54:8;
55:4;58:3,9,;68:18,76:22;
81:25;82:16;89:6;98:17;
100:10, 15; 147:17; 155:8;
158:6; 174:20; 178:16, 23,
239:14; 249:13; 250:20;
267:16;306:4; 332:24;
334:16;339:15; 340:13,
14;348:23;351:19; 355:8
period 32:13; 40:10;
82:14; 108:15; 133:6;
202:15; 223:4; 248:12
peripheral 26:4

r “manent 281:2, 13;

, 14

¢ -lissible 53:13
permit 119:10

permits 6:21

permitted 7:17; 52:25;
119:11;287:24
perplexed 333:6
persistent 123:19; 175:1
persisting 174:9
person 49:18; 86:22, 23,
24;102:23;167:17, 23,
209:2; 213:17, 17, 251:18;
252:3;326:10

personal 260:23
personality 313:3
persenally 67:5, 20;
103:16; 148:22;176:6;
209:5; 252:5; 261:3;
263:14; 276:15; 326:5;
327:12

perspective 15:8;31:6;
75:22:88:16; 114:8;
117:7;119:6; 130:9;
161:21;211:1;214:19;
260:2%; 301:15
persuaded 303:25;
341:21

persuasive 146:11;

22;302:7;303:2;

3, 16;349:15
pertinent 15:11;284:13
perturbed 346:20
Peter 13:13; 107:1;

Pharmaceuticals 186:2,
9,12, 13; 189:4; 245:24,
24;246:8, 14

Pharmacia 13:3, 5, 24;
14:4,6, 10;18:3,18;
25:12;29:17;31:6;34:7;
38:9, 16;39:2; 43:20; 44:2,
9,12, 17; 46:23; 47:19, 24;
52:20;66:1;77.3;78:25;
80:3; 101:4;107:2;
113:22;114:3,13;122:9,
145:16;162:11; 165:2
Pharmacia’s 15:17;
90:23
pharmacogenetic
58:14, 23;95:7
pharmacogenetics
58:12;59:5,24
pharmacokinetics 58:7;
76:22,25;77.7,19; 86:1

" pharmacologist 76:23

pharmacology 77:3;
86:21

pharmacy 7:21

phase 14:19; 18:15;
50:15;97:15; 186:24;
187:1,11, 13,15, 25;
188:12; 189:5,7, 14;
197:2;198:5,15,17,19;
200:23; 201:19; 234:19;
246:9, 10; 247:10
phases 301:9
phenomenon 257:25
phenotype 332:15
phone 345:24

phrase 177:18;348:6
phrased 148:19
physician 36:9; 47:17;
53:17:105:5,6,11,19;
152:22, 24, 158:10, 15;
159:20;173:19; 176:8;
180:14

physician’s 92:17
physicians 10:5;11:1;
15:19; 27:9; 39:20, 54:7,
61:1;92:12,18: 103:1;
105:24;110:24; 111:18;
133:9;145:2, 23; 161:1;
162:12;163:2, 4; 176:16;
192:3; 220:21; 22%:5;
332:3

Piantadosi 189:7; 205:6,
9,14, 15;215:19; 218:21;
219:4; 241:19; 242:3, 10,
19;243%:21;246:25;
247:17, 250:15; 251:1, 1.;
252:21;253:13; 2543, 8;
259:19; 260:10; 261:23;
263:12;271:22,272:2, 24;
274:3;275:14;276:5;
278:8,11;280:1,9;

picture 21:19; 54:13;
71:8; 213:20;339:16;
349:22

piece 154:14, 20
pivotal 147:3

place 13:18; 15:15;
36:25;60:1; 70:23; 80:7;
114:7;119:5; 146:15;
304:8;338:18

placebo 187:1; 196:11,
20,197:7,199:2,12, 21,
24;200:8; 201:22; 204:22;
212:13;222:7;224:4, 8,
19;225:1;226:7,12,25;
228:1, 10, 14, 20, 229:15,
20, 22;232:21; 233:17;
234:3, 16, 20; 238:11;
248:2%; 254:22, 25, 2555,
17;257:5,21;269:1%;
285:21; 287:17,288:19;
289:1, 21, 24;290:24;
291:18;295:23; 299:15;
301:19;316:1;326:1;
333:5,11, 16;334:7;
337:10;338:12,16, 24
placebo-control 291:4
placebo-controlled
187:13, 15; 202:9; 206:20;
235:16;343:20

placed 89:10;120:6,9
places 143:21

placing 109:22; 282:9
plan 15:12; 16:1;59:2;
78:18; 106:21; 202:18;
207:18; 2096, 212:3;
220:7; 247:23; 248:4;
250:17,21;251:2,3, 11,
14;252:18, 20; 254:5, 7;
275:2;277:24; 287:10, 14;
289:25; 290:12; 295:19;
303:16;328:3

planned 27:22;36:16;
56:14; 68:20

planning 69:6

plans 68:6;273:17, 21
play 244:9; 260:6, 11;
261:9;267:10

played 108:7

playing 261:14

plays 58:12

pleasant 108:11
please 8:19, 25;36:23;
61:2;68:22; 106:14;
108:20;127:3, 1364, 10;
169:16; 185:18; 236:16;
239:5; 244:22; 259:24;
269:10;314:14

pleased 11:14;47:20;
186:13; 190:11

plot 100:24;101:4,6

64:20, 23, 65:5; 73:17;
76:6;79:5; 80:17; 82:5;
85:21; 88:4, 10, 25;93:24:;
99:14;100:7,17; 101:11;
103:15;116:19; 134:6, 11,
16; 138:9; 139:11; 143:19;
146:10; 147:14; 149:3;
156:17; 166:21; 169:1;
170:25;175:4,178:1;
185:17; 196:4, 4; 200:21;
207:25;210:19;211:2, 7;
212:5;215:19; 216:24;
217:25;218:9; 224:5;
240:13; 241:11, 20; 243:2;
248:6; 249:4; 250:19, 22;
252:12; 254:24; 258:20;
259:20; 264:14; 266:6;
270:2,7; 274:5, 286:19,
22;291:14; 296:2; 301:17,
25;304:4;312:16;313:13;
329:8;332:2;346:3, 6;
358:22

pointed 50:22; 54:13;
55:1;75:20; 80:8; 81:9;
86:13;98:15; 155:17;
158:18; 237:24; 257:15;
274:7;312:23

pointing 59:9;69:12
points 115:21; 120:15;
131:1; 138:4; 1394, 10;
147:5; 150:24; 193:14;
202:7; 205:19:206:1;
244:17; 280:22;351:21,
25;352:11

policy 106:6; 190:2
polymer 195:6; 249:9, 11
poor 36:20;41:14; 53:10;
78:10;98:5; 100:2; 158:8;
190:18;228:23

poorer 143:24

poorly 78:11; 134:12, 14;
137:8

popping 97:10
population 69:10; 74:11;
79:14;87:11,97:9;
117:11;120:10; 155:16;
193:16, 24; 197:25; 2013,
7; 203:13; 206:15; 219:1;
221.9,24;222:9; 226:23;
233:14,15;234:1; 235:2;
261:5;275:16; 283:15;
285:7,12,13,20;287:4,7,
11;295:20, 25; 296:15;
302:25;303:1, 4,9, 21;
304:3,9;306:25;307:2, 2;
314:13;324:6, 25;325:4;
326:14;329:21, 22;331:7,
12;344:11;347:14; 349:7
populations 120:20;
125:24; 202:12;301:11;
327:7,9

portable 127:25

positive 12:10; 25:4;
26:14; 201:5; 219:23;
305:22;314:13,342:18;
353:21

possibility 27:16;39:16;
109:14; 130:7

possible 12:4; 28:10;
53:18;61:18;89:2;
107:14, 16; 131:7; 136:20;
208:16;210:8, 11; 258:17:
259:13;302:18,;336:8;
349:16

possibly 86:15; 228:18;
285:9;299:2
post-approval 27:6, 14;
33:8,12,15;37:1,5, 23;
42:16;45:19, 21, 46:6
post-craniotomy 230:20
post-hoc 209:18, 19;
319:13;337:20
post-marketing 14:3;
82:23;92:3; 146:22; 330:8
post-0p 197:17; 241:22
post-operative 197:20,
22;229:17, 24;231:5,12,
18;232:9, 14, 18, 20;
262:21;338:20
post-operatively 228:2;
231:10; 256:23
post-surgical 283:13
posted 39:2
postoperative 299:12;
3449

postoperatively 306:18
potential 6:13; 10:7;
41:4;58:14;66:18, 21;
75:23;78:9,79:2; 88:13;
99:24; 102:21; 115:15;
118:1;125:5,16;129:12,
20, 25; 184:11; 221:20;
263:10; 279:7: 304:15
potentially 99:6; 134:24;
289:13

potentiating 16:22
power 196:24; 286:9
powered 286:2; 297:15
powerful 98:14;325:16
practical 151:4; 169:5;
281:25

practice 11:4; 15:21;
16:23;27:11;31:5;34:2,7,
8;35:16;36:14;37:2, 8,
20,22;39:8;41:6,42:17;
44:8, 15;45:20, 22; 46:1,
9,25, 53:25;61:23, 25;
65:23;67.7,81:21,83:7;
92:2,7,93:13, 13;98:22;
125:16; 128:6;139:19;
146:23; 162:9; 165:21, 25;
177:25;218:15

performed - practice (24)

Min-U-Scripte Miller Reporting Company (202) 546-6666




Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

practiced 161:7
practices 18:17;34:11;
93:15; 143:19; 166:23;
211:24

practicing 92:12; 180:13
practitioner 26:4
practitioners 27:12;
37:12;39:4;81:22;,94:2;
123:22

pre 241:21
pre-operative 231:11, 16
- pre-gpecification
205:25;300:13
pre-specified 199:3;
201:5;202:10, 12, 21;
206:16; 207:15; 208:9;
218:12, 24;219:22;
221:22;222:19,223:8;
225:8; 234:14; 2427,
259:6,9; 275:2; 276:6, 10;
291:22;292:4, 8,295:3,6,
9,12;296:20; 297:11, 18;
301:21;309:2;318:21;
3375

pre-specify 293:19
precaution 88:17
precise 201:16; 218:7;
221:3;273:19;310:7
preclinical 180:21
preclude 6:8,184:5
predict 40:20; 76:18;
103:10

predicted 75:12;98:9;
277:5

predicting 76:10
prediction 102:13
predictive 41:14;59:23;
132:1

predictor 74:13, 14, 20;
76:14;88:3, 15; 264:10;
326:16;247:11
predictors 42:13;96:6,8
predispose 59:14; 69:16
predisposing 69:13
predominance 119:25
predominantly 203:3;
230:21; 237:2; 269:17
prefer 17:14
preferable 144:3
preference 27:1;36:9
preferences 17:13
preferred 19:14, 15;
272:12,320:4

prefers 117:15
preliminary 43:21
premature 10:12; 15:6
premise 280:3
preoperatively 231:10;
306:17

prep 191:8; 238.7
prepared 325:11, 14
preponderance 115:5;
119:23;120:24; 148:1
prerogative 83:22

prescribed 66:12;93.8;
94:11;315:20
prescription 60:12;
106:3

presence 69:2;217:19
present 6:13; 20:6;
30:12;54:23,72:14;
75:12; 106:18; 124:23;
134:1;139:8; 184:11;
186:14; 187:25; 189:6;
190:12, 20; 196:12; 198:5,
16;206:12; 235:23; 247:8;
295:16; 299:20; 314:8, 15,
19;349:10

presentation 13:24;
14:6; 15:10; 53:23; 81:10;
89:24,2%,111:24;113:8;
122:23; 129:6; 130:19, 24;
137:21; 139:7; 141:6;
146:11; 186:9; 188:23;
189:12; 190:4; 236:13;
246:22,268:24; 276:9;
284:4,12;341:14
presentations 142:19
presented 18:3; 19:21;
35:6; 44:3; 53:24; 82:24;
114:17;118:3, 22, 126:1;
135:10; 138:16; 139:10;
156:14; 209:19; 218:11;
245:12, 13; 250:10;
251:10; 277:4; 284.9;
290:2; 293.9;297:17;
299:7;303:22; 304:13;
305:5;318:25;319:9, 25;
354:9

presenters 190:6
presenting 139:2; 205:2;
225:11

presents 289:12;303:20
preservation 186:5;
188:19; 236:3; 249:19
preserved 217:19
president 189:3, 21
pressure 258:23
presumably 255:24
prefty 55:1;79:4; 87.24;
94:9;95:11,98:14;
106:23; 108:6; 133:10, 23;
210:23;242:22,329:4
prevent 54:9; 58:6;
306:18

preventable 152:24
prevented 53:19
prevention 255:3
preview 206:13
previous 8:9; 14:18;
185:8;189:5,197:2,
203:21;271:14;287:2,5;
302:22;322:21,325:11;
328:16, 23;333:22: 338:3;
342:15;344:9
previously 37:24;72:8;
142:22: 204:8; 218:5;
222:1; 249:6; 296:16
Price 11:9

primarily 18:20; 20:14;
22:17,68:13,82:19;

93:14; 106:9;112:15;
191:17; 244:25; 245:5;
251:22;285:14;345:21
primary 16:10;19:9,12;
39:8;105:11; 107:10;
114:18;120:18;132:10;
186:7; 188:21; 189:6;
190:12;191:18; 195:17;
196:15, 21;197:4, 6;
198:9,20;199:1,4;
201:12;202:2,10,12;
203:13,22;207:19;
218:24; 219:22; 220:1;
225:10,12; 227:6; 233:13,
21;234:23, 24; 235:18;
236:6; 248:2; 251:10, 12;
275:24; 282:3, 5, 10;
284:17; 287:7;289:18;
290:1,3,9, 10, 18,20, 21;
291:1, 21; 292:23, 23;
293:10;295:8,9; 297:11;
300:14;301:18, 24; 302:6,
8;303:16;304:10, 18;
305:7,9;306:10, 19, 21;
307:2,6;309:21
principle 244:21
Prior 16:15; 44:21; 49:6;
94:17,97:5, 13, 20;99:19;
107:19;115:11; 120:18,
19;123:25; 132:17;
165:20; 167:10; 168:21;
169:14; 209:10; 242:11;
247:4;285:19:303:2;
314:7,9,22
priori 95:15;215:23;
216:13;254:11
private 34:10;92:2,7;
93:13,15 ;
privilege 162:2
privileged 62:4
proactive 69:3
probability 198:3
probably 55:16; 56:19;
69:11,72:14;79:21;
80:17;85:9;89:18,99:15;
100:18, 23;102:4; 142:21;
145:17, 18; 150:6; 169:4;
211:24;212:5; 257:19;
258:19;262:4; 264:1, 8;
277:6;286:17;309:25;
332:10, 18;335:6;360:22
problem 11:5; 49:9;
88:14;107:24; 131:4;
158:16; 163:4;172:7;
178:17; 210:13; 2684, 7,
11;276:23,307:5; 309:8,
14;341:3;344:2; 346:14;
347:20;354:7
problematic 29:12;
293:20
problems 10:21; 14:23;
50:16;69:16;87:8;115:9;
270:4;312:3; 320:25:;
334:12
procarmuzine 192:6
procedure 12:4; 19%:21;
220:19; 225:22; 292:14,
15;316:18;320:14, 16;
344:11

procedures 8:25; 320:10

- proceed 201:18; 218:22

proceeded 238:10;
286:10
PROCEEDINGS 4:1
proceeds 191:14
process 53.7; 187:5;

| 240:1; 241:7;301:22;

316:24:317:6, 16
produce 192:18
produced 200:5; 201:2;
219:24;328:15
produces 192:11;219:1;
235:8

producing 162:15
product 8:10;90:12;
117:2;118:18;124:25;
130:8,11;141:17; 142:15;
153:16; 155:24; 162:10;
185:9; 206:2; 209:20;
245:20, 22, 2473
products 8:2; 185:1
professional 1077
professionals 107:10
professor 188:25; 1898,
16, 19; 190:8; 205:6;
237:16

profile 9:19; 40:17;
45:12;46:1;65:8;110:12;
119:17;128:24;129:1,17;
198:8; 225:14; 227:4, 18;
233:21;237:12; 265:8;
266:1;358:11;360:16
profiles 20:10; 23:15;
24:12, 20, 125:19
profound 116:10; 137:2
prognosis 190:18;
194:11, 14; 204:18;
235:12; 236:25; 237:20;
334:5,7

prognostic 24:3;75:18;
98:5;193:5; 1947, 18;
199:23; 200:16; 201:9;
204:9; 206:8; 207:23;
208:16; 215:20; 216:10,
19;218:1,19;219:6,9, 11,
20;220:2, 4, 222:17;
237:24;262:17, 22;
263:16, 18; 276:25;
278:12;279:22, 24;
282:18; 288:8; 291:23;
292:9; 296:21;312:6;
317:5;325:16;327:14;
331:1,9

prognostical 290:15
program 11:22;57:5;
73:9

programs 7:13; 108:2;
266:12

progression 53:4;75:3;
79:12,18;122:1;137:11;
162:19; 198:13; 220:13,
17;221:2, 10,17, 21;
248:21; 249:1; 268:23, 25;
269:2,4, 12,14, 16, 21,
22,2705, 18; 288:23;
289:6

progression-free 203:1;
222:3;296:11, 14
progressive 22:18
prohibit 268:19
projected 220:13
prolong 1864, 19;
188:18; 196:8; 201:24;
220:22;236:2;333:1
prolongation 18:10; 20:3
prolonged 161:11;
200:25

prolonging 42:25; 235.:9;
314:1

promise 57:3

promote 228:18
Prompt 112:5
prompted 116:10
promptly 181:19
promulgated 40:14
promulgating 66:1
proof 68:14
proper 209:8; 251:21;
253:20; 343:24
properly 343:11
prophecy 151:2
prophylactics 106:9
prophylaxis 116:1
proportion 22:11, 21;
23:3,24; 24:2,35:13, 14,
17;36:19;126:6,12, 15;
136:16; 213:11; 280:22;
282:21
proportional 207:23;
216:9; 219:10; 242:20;
318:15,18,19
proposal 123:14, 21;
124:8;138:13
proposals 15:17; 43:21,
23;44:4
propose 44:23; 45:1;
12317

proposed 10:15; 61:25;
62:18; 124:1;129:14;
135:4;136:3; 164:5, 24;
165:3, 16; 178:20; 179:11;
181:14; 188:1, 16; 194:16;
218:14;290:10
proposes 44:13 17
proposing 122:10;
124:3,6;138:23: 1654, 5
pros 174:19; 285:20
prospect 58:11, 84:22;
105:24

prospective 129:22;
192:21;346:6
prospectively 78:19;
158:2, 2; 208:15; 272:20,
22;273:16; 285:24;
306:11;346:5
prospects 121:23
protect 43.7; 59:16
protections 65:1
protocol $7:11,11;
92:20;98:23; 115:15;
187:4, 18;202:17, 206:17;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(25) practiced - protocol



Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

207:16; 208:6; 209:6;
215:24;218:13;242:9,10;
247:4,18; 251:20; 252:9,
TS 272:25; 2737,
2,6,6,10;280:2;

5, 10, 15;287:12;
+89:10, 24;290:11; 291:1;
293:20; 294:20; 295:6;
296:20;297:12;303:15;

307:22;309:3,4;312:11;
316:9;322:23
protocol-specified
253:16; 288:21
protocolized 92:17;93:1
protracted 106:5
prove 61:20
proved 18:1
proven 111:2
provide 8:17; 15:8;
29:16;31:24;33:23;35:4;
53:16;64:12;74:20;
75:22: 185:16;201:16;
221:2;239:23; 273:15;
275:1;322:8;326:23;
346:9,350:12,17;352:7;
357:14
provided 6:10; 21:18;
38:16; 43:25; 63:23;
7%:21;76:4; 102:8; 184:8;
202:18; 203:18; 240:14;
250:17; 273:16; 274:25;
290:20; 298:4; 330:25
provides 15:24; 22:6;
7 188:14; 218:6;
13,360:15
oo Miding 53:3; 58:21,
25;351:19
provisional 190:23;
191:5,15;281:17,22
provisions 82:5,6
prudent 80:12;83:17;
99:5; 137:3; 172:14
PS 87:25;88:9, 11; 132:3;
133:6, 13; 134:2; 136:16,
20;137:7,7,14; 138:2;
155:16;156:12, 15, 16;
160:15; 161:4; 162:17, 20;
27810
public 8:24;9:1; 106:22;
112:16; 185:20
publication 205:13;
242:14, 20
publications 211:15;
2303
publicly 141:1
published 29:7;32:12;
39:1;57:21,69:17; 114:1;
127:20;175:7; 230:24;
232:22: 23%:3: 265:21;
266:10; 267:25; 268:14
pull 96:9,13; 142:16
pulled 167:24
onary 55:1;195:3
326:13
plimps 128:1
pure 261:23
purely 72:10;91:23;

337:19

purpose 112:14;127:21;
309:24

purposes 13:2;352:8
put 16:23;31:5;40:11;
66:10, 18;87:25;95:19;
99:6; 103:7; 139:21;
140:3; 145:1%;158:7;
159:%,172:9;176:3;
178:23; 216:6; 259:24;
260:5; 265:23; 280:25;
281.7;320:3; 338:14;
348:24

putative 264:11; 266:13
puts 329:1

putting 71:25;92:8;
175:5; 217:6

Q

QOL 297:11; 298:17
qualifies 172:12
qualify 231:24

quality 9:24; 110:17;
203:2; 222:4; 297:7,8, 10;
324:10;353%:1
quality-of-ife 296:19
quasi 260:13

query 92:1
questionable 295:8
questionnaire 297:8
quibble 260:16

quick 140:25; 2717,
277:22;355:6

quickly 125:18;174:3;
205:20; 274:1

quite 20:20; 29:11;32:24;
33:5;58:2:69:25;72:18;
76:1;88:7;94:17; 133:18;
141:2;160:1;172:19;
243:4; 248:12; 260:8;
261:2;262:4;317:12;
330:13, 15, 19; 334:6;
343:4

quoted 317:9;320:6

R

R 46:22

Racel 246:13

radiation 97:13, 20;
107:18;120:19; 192:1;
263:3,9, 15, 18; 287:20;
288:22, 24; 289:2,3, 15,
296:16;316:1,2,7,9, 11,
11,14, 16
radiographic 269:7;
270:5

radiologic 269:6
radiotherapy 132:17;
191:19; 192:16, 24; 193:3,
3,11;197:9;199:3;
200:25; 201:23; 202:4;
268:3; 315:19, 21, 22;
324:5,7,332:4

raise 147:13: 148:2;
169:16

raised 14:24; 15:13;
55:21;61:15;71:3: 80:8;
148:7:153:3; 189:11;
229:12;324:18;334:8
raises 129:2;153:3
raising 155:20

ran 240:1; 241.7
random 101:13, 15;
327:6

randomization 207:1;
209:25;210:3,7,10,12;
211:9, 20,22, 242:25;
244:7;251:15:252:8;
254:9;274:13;285:19;
287:18; 293:12, 25; 294:3,
12,13;298:25;311:1,7,
20;316:24;317:6, 15;
318:10;319:11, 22;336:3
randomize 310:23;
311:14;348:8
randomized 18:6, 8, 15;
19:2; 27:22,30:6; 31:15;
63:22;114:9; 119:7,9;
180:1; 186:25;187:12, 15;
192:10, 21; 193:2; 202:9,
11;214:24;215:15;
234:20; 235:15; 238:11;
240:24;260:12; 262:21;
274:17;281:1;287:17;
304:23:311:14,;319:10;
326:15;338:16;343:12
randomizing 78:21
rang 345:24

range 17:18;23:22;
46:18;74:1,3,4;88:8;
204:3; 219:14; 256:3, 6;
277:9;344:7

ranged 303:23

ranges 257:4;315:22
rank 287:13

ranking 276:2

rapid 49:22: 116:9
rapidly 57:1, 20; 58:2;
194:23

rare 37:12

rate 14:24; 20:23; 21:1;
22:14; 28:18;29:4, 6, 24;
32:16, 19;33:10; 36:24;
43:15;48:11, 23, 49:5;
50:21;52:8,10,16,17;
53:4,25;62:13;64:5;
74:10; 102:20; 109:19;
118:12,17;121:12;
132:17;141:22; 142:8;
145:17;146:4; 162:15;
175:9; 229:10, 24, 230:8,
8,13, 14, 18;231:5;
239:17, 20; 255:12;
256:16, 18; 257:6; 261:7;
286:4; 296:7

rates 15:7;17:17; 28:24;
29:19, 20, 30:1, 25;31:1,
2,4,10;32:22,33:20, 23;
34:5;37:22; 43:16, 49:9;
69:17,72:7,8;79:12, 18;
91:10;109:22;110:1,7;

117:22;,118:8,22;128:13;
138:6; 142:23; 240:3;
321:19, 20

Rather 45:6; 58:16;
65:24;66:17;130:17;
137:6; 158:19; 164:16;
174:17;176:24; 253:20;
259:11; 261:8; 263:2;
279:19,; 298:7, 21, 308:14;
345:25

ratio 110:17; 208:25;
212:24;213:7,214:12,15;
217:2;235:18; 263:25;
272:13;277:6,11; 291:6,
13;305:23;318:18;
328:14, 16;359:10
rationale 15:17;198:5;
326:21

rationally 59:18

ratios 213:10; 214:3;
216:25; 260:14; 278:18;
3191

raw 277:11
re-analysis 114:24
re-escalate 172:7
re-evaluation 112:4
re-implantation 248:23
te-implanted 248:17
re-operate 220:21
re-operated 248:16
re-operation 220:12, 15,
16, 20, 24; 221:1, 10, 16,
20; 226:16; 248:20, 23, 25;
289:14

re-review 347:19
re-treatment 165:21;
167:10; 168:21; 169:15
reach 269:18; 290:1;
296:22;297:5

reached 56:14; 142:7
reaching 301:4
reacquired 246:15
reacquiring 247:2
reaction 225:21; 360:24
read 13:21; 106:19, 22,
24;131:13; 146:3; 149:24;
179:23; 238:25; 251:20;
27%:6;321:18;335:9
readily 41:5

reading 106:21; 242:4;
254:8

real 59:15; 101:5; 142:25;
149:17,18; 164:23; 169:9;
257:24; 258:3; 260:24;
261:10; 268:11; 335:16;
340:20, 20, 21

real-time 28:9, 11
realistic 267:23

reality 12:21

realize 137:22; 147:18;
254:22;259:1,332:18
feaily 50:15; 52:8; 55.20;
61:9;62:2,3;71:10; 76:18;
78:17,21;80:3,9,11;
85:7,;87:3;89:23; 93.1;
98:23; 100:25; 102:22;

103:18; 105:1; 130:16;
131:23;133:2; 139:13, 23;
148:1,3,4,9,15; 151:19;
156:7; 160:25; 161:9, 20,
23, 162:23; 163:3, 24;
168:10; 172:20; 173:10;
176:6, 15, 20; 181:13;
196:5; 210:21; 248:2;
252:12, 18; 255:10;
256:11, 14; 260:7, 16;
261:11; 264:5; 267:10, 11,
13;271:4;273:10; 274.7;
278:9; 282:13; 283:17;
306:16;308:21;311:25;
312:18, 20, 23;313:1, 4;
315:15;321:13;323:21;
327:3;335:5; 339:10;
344:1,353:12;356:18;
359:8,17
reanalysis 112:10;
122:17
reanalyze 148:3, 5
reanalyzing 146:20
reason 36:3; 48:10;
62:21;63:14;84:5;88:9;
132:24; 139:2; 160:12;
172:8; 176:9, 20; 240:16;
259:12; 269:10; 275:4;
279:5;304:3; 338:24
reasonable 76:1; 104:21;
145:6; 150:9; 254:17;
312:19;317:8;326:16;
330:18
reasonably 282:15;
288:10;315:9
reasoning 144:13;
209:22
reasons 36:1,4;62:19;
66:2; 89:2;95:7; 120:20;
150:10; 152:10; 177:15;
201:25; 269:12; 308:13;
313:23;342:6;346:21
reassessed 119:18

reassurance 153:5;
2067

reassure 207:16
reassured 140:8; 162:8
reassuring 36:18; 153:1
recalculated 145:16
recall 277:8; 283:19
receive 35:22;36:15;
82:7;83:14;111:4;
195:17;197:9, 202:3;
263:4; 287:20, 22; 289:9,
10;316:9;329:16; 338:15
received 13:14; 14:16;
19:18, 19; 26:22; 27:4,9;
75:2; 82:8;95:23; 109:6,
10;126:9, 14; 136:14;
187:21; 246:5; 249:2;
263:4; 289:2, 5: 315:20;
316:1, 6, 10; 330:7
receiving 21:17,19, 21,
23;24:18;28:22;32:20;
42:7,9;45:16,; 46:4; 79:11;
95:18; 132:1; 159:14;
171:22;187:20; 289:16
recent 80:20; 87:4;

protocol-specified - recent (26)

Min-U-Scripte Miller Reporting Company (202) 546-6666




Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

125:10; 192:21; 242:18;
266:9
recently 28:8; 54:3;
109:1; 246:14
Recess 106:16;284:1
recessed 181:23
recognize 68:1;90:13;
- 109:4:254:13;334:6
recognized 41:4
recollection 280:1;
325:17,18,18
recommend 39:19; 45:4;
84:22:88:23; 144:2;
154:25; 157:23;175:23
recommendation 70:1;
81:2, 20;90:23;91:4;
100:1;102:7;106:2;
133:15, 20; 155:15; 161:1,
25;165:19; 166:2; 171:7;
175:5;177:4
recommendations 10:1;
38:25;39:6;40:11; 43:22;
47:4,68:6;80:13;81:9,17;
90:21;99:5; 113:25;
123:15;164:7,166:16;
169:11
recommended 39:15;
40:9;82:15; 147:3;
165:23;175:12
recommending 133:19
recommends 81:12
reconsider 301:5
reconvene 181:23;
284:10
reconvening 284:7
record 6:8;7:22:8:7, 12,
21;13:1;87:5; 153:17;
167:18; 184:5, 20; 185:5,
11; 247:20; 268:25; 269:1;
270:11;313:25;352:20
recorded 231:16
records 38:11, 21; 40:16;
113:23;114:5; 115:1
recover 108:15
recreation 292:17
recruited 203:6
Rectal 111:16
rectal/colon 107:17
rectum 25:9
recur 191:22
recurrence 220:17, 22;
225:21;226:2,17; 258:9,
10;345:2
recurrent 186:8, 20;
187:3,6, 18, 22, 24;
188:21;196:8, 15, 205:12;
214:25; 226:14;227:6;
228:7; 232:18; 234:25;
277:15; 284:23; 287:4;
301:10;314:17;328:23;

329:16;334:9;344:18, 19;

349:6, 8, 24

redline 50:13,17;51:20
REDMAN4:11, 11;
91:16,17;153:17,19;
156:21, 23; 168:15, 16;

172:22,23;182:11, 11
redone 313:6

reduce 57:8;137:4;
161:2;165:18; 169:21;
170:6; 172:6;173:2;
198:3; 205:22

reduced 10:14;12:3;
21:4;36:8,66:7;82:8;
135:17;142:3
reduces 72:1

reducing 94:3, 4; 124:19;
160:13

reduction 35:23; 36:4;
65:8;81:4;91:1;131:20;
136:19,21; 149:12;
157:24;170:13;173:17,
19;196:10; 197:12; 200:9;
201:2;217:18;218:17;
219:2,16,17;220:3,5;
221:14;222:10, 16, 18;
223:1; 235:3; 260:15, 24;
261:10; 264:7; 274:14;
277:7,15; 291:13
reductions 37:11; 66:5;
78:1;95:15; 124:22;
126:3;132:10; 135:15;
137:2; 168:4

redundant 175:25
reemphasized 42:18
reevaluate 360:7

refer 190:5; 211:14;
250:11

referee 238:19, 21, 24;
240:19

reference 24:14;35:4;
43:4;45:13 ’
referenced 14:18;
283:14

referred 113:20; 241:16;
320:13

referring 98:23; 1137,
15, 19; 135:4, 24; 156:24;
245:16; 250:14, 16
refers 314:6;319:23
reflect 84:12; 358:22
reflected 18:16; 43:24
reflection 345:22
reflects 73:10
refractory 332:15
refresh 280:10

refuse 261:4

regard 18:17;31:9;
40:11;43:5; 48:18;58:14;
73:22;74:21; 106:12;
255:4; 263:20; 267:9;
297:24

regarding 14:11; 15:9,
13;22:7; 24:12;30:25;
35:1;37:13;43:12; 44:19;
45:3,7,57:22;69:25;
91:18;122:6; 164:21;
245:21;,267:10, 18;322:6
regardiess 83:6, 12;
92:20;197:25;327:4;
3445

regards 158:23

regime 65:19;67:12
regimen 9:18, 22 10:3, 6,
9,14, 16, 18, 20,22, 24;
11:5; 14:1, 25, 17:5, 15,
16;18:22; 19:8, 15; 20:24;
21:13;25:11,19;26:2,7,
10;27:4, 24; 28:2; 29:22,
23;30:9,10;32:1,3, 10,
12,20;33:11;35:10; 38:6;
39:20;40:14;45:9, 11, 15;
46:2,8,8;47:2,6,12,16;
48:22;51:25;53:17;57:8;
61:14, 22,62:5;63:25;
64:1,3,8,9,11,12,15,18,
22;65:3;66:22; 68:25;
69:3:70:11, 20; 74:7;81:1,
11;83:12;95:19,;109:5, 8,
16;110:10,15; 111:3, 8;
112:3,5,24;113:5,8,9,
10, 14, 16, 20, 21; 115:2,
4;116:15;118:9, 11, 14,
16,19;120:8; 123:2:
124:15,125:6,7, 13;
126:7, 23,24, 127:2, 2;
128:4;129:24; 130:2,3, 5,
7,8,11;134:9,19; 141:20,
21,23;142:3,9,14,17;
143:15; 144:7; 150:7;
152:7;153:4,9, 15;
154:13;156:21;161:8;
162:15,23; 1644, 7;
175:6;178:18,25;179:7,
10,12; 180:5; 289:3:316:1
regimens 16:7; 18:25;
19:16, 20; 24:13, 20;
25:13,15;27:2,23;31:16;
33:22;44:12, 14, 23;
45:25;46:15,17, 25, 49:2;
53:1;55:18, 18;62:5;
75:18;80:18;90:11;
112:23;113:2, 18, 18;
122:7,125:20;127:8,11;
128:16; 129:7, 140:5, 11;
141:18;149:7; 150:24;
1925

regimented 93.7
regional 17:12; 18:17;
203:8

registration 15:12;17:8;
18:14; 26:19; 29:10: 30:2;
32:21;37:1,18;42:15;
43:17;45:17;49:6; 79:17;
149:18; 151:24;304:11
registrational 110:3
regression 41:10; 75:10;
97:1;101:8; 217:8, 22
regressions 216:2,6,
18;2183

regulated 6:12; 7:24;
184:10,23

regulation 351:2
regulations 343:1
regulatory 17:7; 22:10;
46:12;50:23;63:20;
82:21;112:21;186:11;
214:19;246:18; 284:14
Reifenberger 238:20
reimbursement 190:2
reimplantation 289:15

reinforce 104:4;358:21
reinterpretation 360:1
reiterate 44:10;65:4, 5;
84:17;165:14; 277:25
rekindling 45:6
relapse 220:11, 15;
248:14

relapses 248:13

relate 241:20

related 29:8; 50:21; 51:2;
55:9,12;77:1;172:14;
242:13;257:19; 293:15;
299:2;301:11;315:15;
330:22;339:25
relatedness 117:13
relates 77:18; 80:23;
264:12;353%:15
relationship 39:13;
117:24; 247:6; 2637
relative 15:25; 20:7; 21 :5,
16;24:13, 20; 25:10;
30:22; 45:13, 16, 18;46:1,
4,5,8,76:12;94:17;
125:19;128:3; 141:24;
264:13;272:7;273:18;
274:5;278:20;353.7,8,22
relatively 11:16; 26:2, 3;
64:1;117:6; 119:3; 174:3;
178:11, 16, 237:12; 262:9;
271:7;276:13; 344:5
released 195:6
relevance 193:24
relevant 230:3; 270:10;
315:3;326:3,6,9,12,13
reliable 42:13;152:10;
327:14

reliance 300:4

relieve 220:22
reluctant 161:23

rely 83:5;98:10; 104:5;
3104

relying 315:12

remain 16:7;17:17;
42:22;43:4;53:1; 111:10;
130:11;142:16; 217:24
remained 53:1; 56:17
remaining 192:2; 220:5;
289:1;298:12; 316:6;
338:17;348:17

remains 46:9; $5:20;
125:25; 200:19; 268:9
remark 262:12
Remarks 182:3
remember 43:5; 48:21;
62:15;94:6; 163:12;
185:18; 257:16; 279:13;
280:4;323:2:338:3
remind 8:19; 89:22;
130:16; 171:16; 236:11;
285:2

reminded 67:14
reminds 150:17
remnants 196:1; 2497
remote 267:15
removal 130:7; 142:13;

143:15; 153:14
remove 12:4;47:12;
145:20; 147:14; 160:24;
337:10

removed 11:19; 196:1;
358:19

removes 117:25
removing 150:2, 14
renal 35:18

rendered 191:11;251:20
reopened 56:12; 142:2
rep.183:11

repeat 143:10; 154:18;
159:1

repeated 26:8; 346:22
repetitive 173:6
rephrase 314:13
replace 185:14
replacement 8:15
replicability 285:4
report 39:2; 50:6; 57:4,
20, 80:25; 232:8,280:8
reported 6:11; 50:20;
118:18;184:9; 225:18;
226:1, 5; 230:7, 10; 2315,
18,23,25;232:7,12, 18;
255:21
reporting 28:9,12;
49:23; 146:13; 251:24
reports 27:6
represent 77:11,96:17;
216:13
representative 4:10, 16;
7:24;8:12,17;34:13;
93:17, 23, 182:10; 184:22;
185:12, 16, 229:20;
339:13
representatives 189:23
represented 29:15;
41:20;76:3
representing 14.9;
204:7;217:18; 218:17
represents 25:3;99:15;
193:22;221:13; 222:10;
224:9;261:10

reprints 39:3
reproducible 346:14
request 7:1; 107:2;
184:17;185:23; 188:11
requested 8:19; 185:22;
276:16

require 71:7;129:22;
195:16, 21

required 31:14;91:12;
112:7;126:3; 225:8;
301:12

requirement 176:25;
299:22;321:11
requirements 341:15
requires 26:3,12;
191:13; 196:5; 351:9
Research 6:13;9:5;
13:13;34:10;38:19;
108:23, 24; 110:24;
111:17; 143:19; 184:11;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

@7

recently - Research




Food and vrug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting

189:3;339:23
resect 161:19
resectable 324:24
sted 30:7:191:25;
25;263:24
sweection 107:19, 23, 24;
186:8, 21; 388:'22; 191:5,
19,20, 24;192:15; 194:15;
" 195:10, 11, 18, 20;197:6;
199:2; 230:17; 236:7;
238:6;262:19, 24, 263:20;
266:3; 280:23; 284:25;
287:19 i
resections 265:16
reservations 157:22;
348:13;356:6
reserving 157:10
residual 195:8; 262:22
resistant 176:13
resolution 124:7,9;
301:23
resolved 293:23;322:24;
323:9
resolves 81:13
resource 314:9
resources 149:13
respect 6:7,8:7; 80:15;
85:11;86:4; 104:15, 23;
140:14; 144:4; 177:11;
184:4; 185:6; 240:12;
241:23;311:2,22;317:25;
ey

wtively 127:13;
kO
respond 70:16; 275:13;
322:18
responded 321:8
response 17:17; 53:4;
Ta12,17;99:4; 128:13;
162:5,15; 185:24; 188:10;
273:10,11;321:22;
322:20;323:4
responses 161:10, 11
responsibilities 246:18
responsibility 246:11
responsible 38:20;
49:18; 162:11; 205:10;
215:21;246:16; 264:11
responsiveness 332:12
rest 113:8; 266:15;
313:20;333:7;338:24
restrict 53:5
restricted 73:14;306:11
restriction 82:21; 265:19
result 9:9:97:11; 146:13;
154:9; 207:3; 214:9, 21,
24;215:6;217:6, 14;
263:2; 268:5: 291:2;
294:13, 18;295:10;
308:23,312:14, 15;336:2;
z 3
i ed 55:3;:141:24

290:22
results 21:22: 23:20;

31:5,32:7, 14, 25, 33:2;
36:25;37:3,5;70:23;77.7;
109:22;110:5; 113:24;
122:4, 16; 130:9; 145:4;
147:12; 186:16; 187:25;
189:4,13;198:7, 15, 21,
22;205:3, 13; 209:10;
212:12,23,24; 216:16;
220:25;226:13; 234:6, 18,
23;272:10;275:15;,
285:11,11;289:18;
291:24; 292:23; 293:6;
295:16; 298:16, 23, 24;
300:19; 303:14, 20;
324:14;328:21, 23;
341:23;346:14, 22
resume 169:22; 170:13;
181:3

resuscitation 177:17
retain 65.7,125:1
retained 16:8; 46:15;
110:18;138:19
retains 65:3

retention 142:24
reticent 82:2

retreat 135:7

retrieved 2497
retrospect 15:5; 142:21;
253:15;360:19
retrospective 40:23;
42:4;78:6;293:20

return 12:6;169:6, 15
returning 2853
reverse 60:14; 265:13
reversed 346:23
reverses 349:22
reverting 43:6

review 15:22; 21:18;
34:3;38:10,11,13,17, 18,
22,40:15,23;43:23; 44:3;
66:13,;67:25, 70:20; 89:8;
91:5;107:4;109:1;110:2;
112:7;113:23, 25; 114:19,
21,22,23;116:18;117:1;
119:15;152:16; 187 :4;
1894, 10; 198:15, 22;
200:11; 205:18; 206:1, S,
18;207:12;221:22;
240:20; 241:4, 12; 254:6;
267:4; 284:19; 286:24;
290:5; 299:20; 301:21;
305:5;321:12, 19:322:21;
325:6,7, 20, 20,3264, 5,
11,11, 18,19;347:20
reviewed 33:23;47:10;
57:13;70:21;73:23%;
112:12;114:2,5,115:3;
203:12; 209:5; 238.13;
286:13;322:4

reviewer 5:25; 183:19;
239:4;,322:22
reviewers 335:4
reviewing 50:25; 238:4;
266:12

revising 44:5

revolves 280:21

Rich 56:21; 210:24;

292:15

Richard 6:2; 28:5; 49:16;
70:9,73:3; 183:22

Rick 62:16;63:13;320:8;
350:21

Riddle 190:1

right 52:22; 55:22; 61:19;
63:3:72:4;77:16;78:18,
20;81:17.82:3, 25;89:19,
22;93:11;101:7; 106:14;
131:16;133:22; 135:25;
141:8;146:17, 21; 149:20;
150:13;151:18;156:9;
164:1; 165:3; 169:10;
171:8;174:6;176:5;
214:7;253:5; 270:12;
283:20;314:19;317:13;
319:8,8,19;322:25;
340:24, 25;342:9; 348:15;
351:23;356:18;359:2
rights 246:4, 15

rigor 340:8

rigorous 100:8; 103:16
rigorously 218:12;
272:20,21

rim 191:23

risen 149:3

risk 9:21;16:2; 21:10, 10;
24:16;37:21;40:17;: 41:1;
42:5,20; 43:7;45:15; 46:3;
54:18,19;66:18;688, 11,
12;69:21;75:15,19; 76:4;
87:1%;95:2,13;97:9, 14,
21;110:13,17,18;119:13;
120:7;123:10; 131:18;
132:9,10;159:18; 161:13;
177:24;196:10;197:11;
200:8; 201:2; 208:25;
216:25;217:18, 20;
218:17;219:2,16,17;
22003, 5;221:13;222:10,
16, 18, 25; 2337, 10;
235:3,18; 260:14, 15, 24;
261:10; 263:25; 264:7;
272:13,273:18;274:14;
277:6,7,11, 14, 278:18;
291:13,17; 299:14;
302:17;329:9,17, 18, 21,
22:330:20;334:24, 24;
338:13,14;341:7;344:6
risk-benefit 305:23
risks 44:20;75:24;91:15;
330:9

risky 159:5;330:16;
334:25

Roanpulankror 246:7,
12

Robert 47:13;73:5;353.:8
robust 285:12

role 58:12;117:25;
339:13

room 4:6; 7:2; 38:5; 93:5;
102:3; 153:16; 184.18;
191:15; 195:24; 196:5;
238:8;281:16, 21;341:9;
345:14

Roswell 17:4;30:10, 19;
31:17;32:11,; 40:13;

67:18,20;71:20,72:17;
81:10;113%:17;119:2
Rothenberg 80:14;
82:14

Rothenberg’s 80:25
rough 264:17

roughly 213:11; 240:9;
269:15;305:6;334:5
round 145:24
roundabout 331:18
rounding 303:24
routine 34:6

routinely 330:13, 14
row64:4;76:8

RT 193:8

RT-alone 193:9

RTOG 263:5
Rubenstein 279:11, 12;
280:7,16;306:6, 8;307:3,
9, 15;308:1, 5, 20, 25;
310:16, 21;311:21;
312:17;321:7;343:23;
344:15, 16;345:16, 18;
351:11;352:23, 24; 353:4;
358:9;359:16:361:17
Rubinstein 275:12
rule 270:15

wn 172:7;177:24;
205:20; 260:24; 3437
running 106:4; 275:20

S

safe 10:19;38:2; 44:11;
46:16;54:12;64:18; 84:7;
89:5;93:8,111:2;129:10;
130:24; 196:7; 229:14;
329:20

safely 9:23; 16:4; 53:18;
110:15

safer 38:7; 145:7
safest 15:19;46:25
safety 9:19; 10:10, 21;
14:4, 11, 23; 19:4; 20:6;
23:20;24:12, 20, 25;
27:13;28:11;34:20;
38:16;43:12;45:12,25;
46:7;60:23;62:10; 64:8;
66:22;67:10;83:2,17;
91:20, 23;92:19; 110:11;
112:4;114:9,25;116:6,
15;117:10;119:9, 10, 14,
17;122:7;124:14, 16;
125:19;128:24;129:17,
24;130:4;133:2,15;
134:8; 148:2;159:7;
162:9; 164:3, 6; 180:3;
189:13;198:6, 8; 201:15,
21;202:1; 205:3, 225:11,
14;227:4,18; 233:11, 21;
234:21;237:12; 265:8;
298:23, 23; 307:23;
322:10;344:12; 360:16
sakes 310:14

Sallie 4:15,8:16

Saltz 10:15,22; 14:1;

19:6;25:12, 23;26:2;
29:21;30:12,18;31:19;
32:23;33:8; 35:10; 46:14;
47:6,12, 16, 20; 48:21;
49:14; 51:24; 55:5, 5; 56:1,
13;57:8; 58:4; 59:6; 60:16;
62:2,23;:64:8,9,12,22;
65:14;67:2,13,69:12;
70:11,74:2,7,81:1, 15;
82:18;90:3,6;96:1; 1035,
6,14;105:15;109:5, 8, 15;
110:10;111:3,8;112:3,
24;144:7;161:8
same 19:11;63:7, 13;
71:17;75:16;76:16, 17,
19;90:13;97:8, 23:98.7;
113:14;121:19; 140:9;
144:19; 146:22; 152:3;
157:9; 160:8; 167:4, 25;
170:17; 1717, 172:7;
173:3,4,5;181:23;
200:17; 210:6; 214:15;
215:3,11,17;235:5,9;
247:5;261:13; 264:7;
271:14;274:23; 277:10,
14, 25; 294.10;323:24;
335:13;337:14; 340:8;
344:11;353:10;359:1
sample 65:15; 191:7;
202:1; 259:6,9; 286:1, 3,
12,19;291:10;294:13, 24;
302:13;307:12, 16, 21;
308:8,12;309:2%;321:10;
322:6,7,323:8;328:15
San 5:18 '
SAP 251:20, 23: 252:22,
24;253:21, 22, 272:25;
2737
Sarah 5:9;183:4
Sargent 101:25; 102:12
Sargent’s 87:4
sat 274:22;:340:19
satisfaction 181:16;
335:20
satisfies 354:12
save 236:12
saw 52:7; 64:14; 65:18;
145:14;241:24; 272:8;
278:17;332:2
saying 55:24;72:21;
74:23,84:1;104:12;
138:20; 148:12; 150:4;
155:22;165:19; 168:10;
251:18;311:4;312:2, 15;
319:7; 32016, 20;323:23;
347:10, 21;351:17;353%.7;
354:11,15;356:18;360:3
scale 263:10
scan 203:17, 18;270:9
Scandinavian 260:21;
302:21;303:7;304:16
scans 270:14, 15, 18
scatter 100:24; 101:4, 6,
15
Schaaf 76:23;77:2,2, 22
schedule 17:3, 4;21:2;
25:17,46:13;67:18,20;
113:15;125:3, 18;129:3;

resect - schedule (28)

Min«ﬁ»Script@ Miller Reporting Company (202) 546-6666




MAMCUIURUC L URD SAUYIDULY. AUMLEMCC

69th Meeting

FOUL AU LUTUug AGIBUIDLEALI0n

December 6, 2001

142:11, 16, 24; 154:12;
156:21;165:24: 173:17;
178:14

scheduled 284:8;316:16

schedules 26:16;
125:15;127:15, 25;
128:10; 259:21
schematic 76:6
- Schilsky 70:10
School 189:2,9, 18, 20;
190:9; 205:8
Science 5:17;60:4;340:4
scientifically 327:15
scientist 267:11
scooped 158:25
score 53:10; 102:22;
103:2;194:13,198:12;
199:11, 11,13, 15, 16, 24;
200:19; 203:20; 204:13,
15;207:11; 208:11;
216:20;217:23; 219:13;
222:21, 25; 223:9; 234:12;
249:25; 250:3; 290:16;
291:25;295:2; 312.7
scores 204:17
Scott 4:24; 6:17; 182:19;
184:15
screen 50:10; 254:4
screened 7:25; 184:24
s€59:25;70:19;98:15;
226:8;281:6
search 31:12,20
Second 15:12;66:25;
79:19;86:12; 102:12;
108:1;126:7,9, 15;131:2;
132:21;137:16; 138:9;
155:10; 196:23; 201:19;
211:2;213:16; 214:23;
245:21;257:12; 263:13;
273:9; 298:4; 308:25;
322:5;325:5
second-line 18:2,9,9
secondary 202:21;
221:23; 268:23; 28738, 13;
290:17;291:21,292:9;
293.:22;295%:7,10,17;
296:13;300:21; 305:11,
12
secondly 92:8; 120:21;
138:1;230:24,309:15
seconds 167:16
secretary 5:8; 1833
Section 7:8; 25:14; 44:5;
184:13;191:8; 195:25;
280:23, 24; 281:2: 2839
sections 114:22; 282:5,
14
securing 197:23
seeing 52:11;54:14, 15;
60:11;103:24;260:2;
264:7; 267:8;270:8;
274:15;313:2;:319:10;
354:3; 360:24
seek 261:9; 266:21
seem10:12,17:57:25;
97:6; 152:1; 181:6; 240:7;

315:3;341:23
seemed 48:16; 83:16;
97:13;133:23
seems 81:24;83:23;
94:21;99:6, 16; 120:4;
122:18;128:15;132:15;
133:7, 10; 150:9; 151:24;
152:3; 153:6; 159:5;
175:24;277:23;341:2;
359:22
sees 212:16;221:10
seizure 190:21;227:23;
231:5,9;232:6,18;
256:13, 14, 25
seizures 229:17; 230:25;
231:2,12,12,15;232:9,
14, 20, 24; 233:12; 255:12,
22,24, 24;256:2,22,23;
283:13
select 59:18
selected 34:12;38:22;
79:14;93:16; 120:12;
331:13
seiecting 38:20;320:10,
17
selection 9:22; 41:11;
44:19; 110:14; 292:14;
293:20;320:15
selectively 94:5
self-fulfilling 151:2
senior 186:11; 266:11
sense 100:10; 160:14;
173:4;181:10, 12; 242:7;
254:15;341:17, 20
sensitive 285:16; 302:24
sensitivity 95:6; 211:13;
220:8,23%
sent 73:8, 8; 114:3; 238:8,
12,24, 2673, 4;281:15;
322:5,17,25
sentence 322:11
sentiments 147:17
separate 59:11;90:7;
155:8; 156:7; 160:10;
166:8; 168:1; 234:6;
235:7; 238:25; 241:8;
248:9;342:12;:351:24:
352:3,20
separated 351:25
separately 166:19
sepsis 39:11
September 39:1; 43:20;
114:1; 123:14; 135:5;
240:14;284:9;325:10
sequential 64:10
sequentially 34:23
serendipity 95:4
series 97:15; 193:22;
229:23; 230:24; 231:23;
232:16,22;233:3
serious 130:5; 231:24:
338:10;344:2
seriously 1059, 14
serve 9:15;305:1,12
served 92:25:129:14

serves 57:21

services 190:3; 203:9
serving 304:10
session 102:17;182:1,5;
185:22

set 50:17;51:18;57:13;
117:6;119:1 1;147:19;
264:10;327:5

sets 112:19; 145:5
setting 30:15;33:13;
45:23;49:11;53:2,67:12;
91:3;94:18;102:14, 15;
177:19;178:6, 7, 188:13;
196:8; 198:9; 201:15;
202:3;225:13, 15;226:14;
227:6,7;228:7; 233:22;
315:8;334:10

settings 16:5;37:23;
48:7,54:6;147:7;: 253:2
seven 22:16;27.8:32:4;
52:10;62:17,121:17;
144:10; 178:5;261:7;
288:4;349:4;350:8
seven-day 123:17
seventies 86:8

several 15:10; 16:11;
31:22;56:17,66:2; 194:7;
205:16; 210:21; 261:17;
282:7:312:6,8

severe 21:1;76:14;
119:13; 174:24, 25, 195:2;
2559,9,16;256:2,7,12,
24;257:3,7

severely 298:1

sex 204:4

shape 101:12
SHAPIRO 183:18,18;
286:23, 25; 295:16, 18;
312:22;315:24;338:19
share 14:10; 107:8
shared 44:9; 70:21
sharp 126:5

shed 54:5;319:5
Shinota 193:21, 21
short 108:15; 194:25;
263:13; 275:11

shortly 19:21; 22:18;
123:6;202:4

show 15:4; 24:9; 48:17;
71:2,16,18;74:25;76:9;
79:6,9;83:9;87:5,96:25;
99:3:121:10;127:22;
169:18;195:23; 208:21;
212:23; 223:24; 228:23;
235:6;255:12; 260:13;
269:1,9;277:25; 288:7;
297:15;304:17

showed 12:1;84:20;
85:25;96:7; 98:6;99:9, 10;
110:5; 128:8; 132:20;
133:23,146:21;227:24;
276:8; 277:4, 6; 285:15;
296:12; 298:10; 304:1, 2,
4;336:20

showing 77:6; 255:19;
275:15;319:1

shown 10:18;17:24;
20:15,16;41:15; 42:24;
43:14;66:8;71:13; 96:23;
120:14; 192:8; 196:7;
199:5,12, 14, 22; 200:4, 9;
201:3;202:8, 22; 203:4,
10, 25;204:1, 2, 22; 218:3,
23,;219:1;221:7,12, 14;
222:11,22;223:2,19;
224:2,6;225:16; 226:5;
227:10,17; 2298, 22;
230:10, 16; 231:3,17;
232:7,17,21; 235:5, 9, 14;
269:8;271:17, 288:15;
294:19; 296:5; 303:22;
317:8

shows 87:22;98:7, 8;
127:7,18;212:12, 25;
216:16; 217:6; 2237,
224:12,15; 234:2; 249:23;
291:24;342:18

sick 177:12

side 20:7,7;35:6;53:11;
108:8,11;214:4, 4; 233:1,
7;338:13;340:17,18
signal 40:25;74:19;87:8
signals 97:16
signature 13:17; 106:25
Signed 111:13; 246:6;
247:2

significance 41:9;98:1;
141:15; 207:22; 215:3;
216:3; 244:12; 290:2;
296:4, 22; 297:5; 298:22;
299:16;300:25;315:11;
336:1

significant 18:7, 10;
19:24; 20:3; 24:9, 73:2;
75:14;76:9;95:11; 110:6;
111:9;127:16; 128:9, 14;
130:4;137:1, 10; 192:16;
194:18;196:12; 197:10,
14;199:17; 200:5, 20;
204:13, 24; 206:8; 208:13,
14; 216:5; 217:4, 22, 25;
218:16; 219:3, 15; 220:2,
6;222:14,23;223:18, 21;
224:3, 21, 25, 225:4;
227:14; 234:5; 235:8, 15;
258:18; 260:25; 2644, 20;
272:13,14;276:11; 291:7,
19;292:5,19; 2937, 10,
294:22, 295:4; 296:9, 23;
297:16;313:15; 330:25;
332:25;335:8
significantly 41:13;
71:20,23;75:13; 122:13,
14;129:16; 186:4; 188:17;
204:21;205:9; 217:11;
219:7:236:2:332:1

signs 68:8; 226:20;
298:15

silent 253:9

similar 22:2; 23:4. 41:24;
42:1; 50:12; 55:25; 58:25;
62:21;64:14;75:4;,79:17;
92:11;94:22; 118:11;
121:7,20; 122:4; 123:3;
128:21;138:8; 142:9;

172:23;203:12; 204:4;
207:6; 220:18; 222:8;
223:9;224:13, 22; 227:19;
229:1, 18;230:22; 232:22,
23, 25;262:8;294:5, 18;
317:25;324:20;348:8
Similarly 18:8;32:11;
45:23;204:5; 272:2: 331:6
Simon 210:24; 292:16;
317:9;320:6

simple 26:3; 144:15, 24;
147:6; 210:11;211:9
simply 145:20; 195:19;
345:1

simultaneous 123:10;
278:24

sincerity 339:20

single 18:4; 85:24;132:5;
151:21; 193:23; 197:2;
203:15; 214:5; 266:1;
285:9,300:4, 8, 17;
305:10;315;12;332:10;
335:11;341:3

sit341:4

site 39:3;61:19; 191:24;
250:13;311:12,15, 16
sites 19:13,17;34:8;
57:22;93:12,16,17;
203.4;294:2

sitting 274:23
situation 48:20; 52:18;
103:4; 171:24;326:24;
344:9

situations 300:5

six 32:12;52:10; 53:14;
63:16; 81:6;94:8; 108:2;
144:10;172:18;187:17;
196:19; 228:19; 229:5;
230:19; 237:14; 275:24;
276:9;287:22:303:17:
347:13;349:4;350:8
six-month 196:16;
304:18
Sixty-hundred-
seventy-four 193:1
sizable 280:11

size 194:15;214:11;
216:21, 22; 252:6; 2597,
10;286:1,2,3,12,19;
291:10; 294:3, 24;302:13;
307:12, 16, 21;308:8, 12;

309:25;321:10;322:6,7;
323:8;328:15, 15
sizeable 215:16

sizes 346:11

sketch 209:1

skip 170:2; 284:15;
342:8;350:20

slave 300:23

SLEDGE 5:3,3;6:18;
91:24, 25;98:21; 130:20,
22;131:2,9; 144:14, 15,
23,25;149:1,154:2;
157:12;173:7,8;179:21,
22, 180:7; 182:23, 23;
184:15;333:9, 10, 21;

334:3;348:17;357:4;

Miller Reporting Company (202) 546-6666 Min-U-Script®

29)

scheduled - SLEDGE




Food and Drug Administration

December 6, 2001

Oncologoc Drugs Advisoty Committee

69th Meeting ’

358:4;359:11;361:12
sleep 80:5
sleeping 52:6

1277:23

1 22:6,39:6;41:15;
Goil3;69:25,71:13; 75:6,
7,76:7,15,19; 77:6, 10;
87:17;88:6;97:8, 24;98:7;

1 99:4,10;127:18;196:18;

202:8;203:10; 204:2;
205:19,210:17;212:12,

21,23;216:16; 217:6;
218:23;223:7,19; 229:24;
230:2; 232:7; 235:5;
239:19,22;241:13;
255:11, 15; 259:23;
260:13; 263:21; 272:9, 19;
284:13;285:8; 287:9;
288:16; 289:12; 291:2, 23;
292:13; 294:19; 299:7;
300:9;301:14;304:8,17;
305:3;319:25;336:20
slides 66:9;75:16, 20;
94:2:132:20; 225:13;
255:7;275:15; 288:7
slight 106:20; 115:5;
119:23;262:23;302:19
slightly 22:5:97:13;
102:20; 162:20; 214:7;
244:16; 271:16; 277:2;
278:2,22:288:18;298:1;
310:10;334:25; 344:10

S m-Kettering 19:6;
«83:7

Loa7311

slope 101:9

SM38 77:13,19

small 41:24; 42:10,64.6;
99:16;100:18; 101:8;
103:23; 104:16,17;
105:10; 117:6; 128:11;
162:5,18;194:4; 213:8;
214:18; 215:8: 243:23;
244:1,11; 249:9; 257:24;
258:19; 259:5,271:22;
272:6;275:8,328:6,7,;
339:23;341:18

smaller 100:23; 198:7;
2139, 12; 215:5; 262:9;
286:18

smallest 313:21
smiling 65:4

Smith 189:24; 245:15, 19;
259:10

smooth 100:24;101:4,6
so-called 226:15
Society 111:19

solace 152:15

solely 32:7;36:8;38:20
solid 290:24;315:9
solidly 320:1

¢ axiv 59:3

s, body 13:17,81:1,
5; 160:6, 9; 165:6; 308:2,
3;319:20; 354:12

somebody’s 146:16

someone 307.24; 360:9
SOMERS 5:7,7;6:5;
13:10; 106:20; 167:14,17;
183:2, 2; 184:2:357:18
something’s 172:21
sometimes 39:18, 22;
89:11;172:9;317:24;
346:23

- somewhat 54:13;98:9;

206:20; 213:14, 25;
216:12; 253:6,324:11
somewhere 91:25;
102:5;176:7;277:8;
308:3;314:25;328:11
soon 1405
sophisticated 60:4
sorry 96:18;136:12;
244:24;336:7
sort 48:8;59:9;70:15;
78:2,18, 23, 89:23;93:17;
96:14, 23; 100:9; 130:16;
141:6; 144:22; 151:1;
153:6; 159:16; 160:16;
165:19, 25; 168:1; 171:5;
209:2; 249:10; 252:14;
253:9;282:13, 18;331:17;
348:6;349:21;360:24
sorts 89:16;282:13
sought 211:12
sound 10:3; 255:4
soundly 80:5
sounds 146:11, 18;
153:9;166:7;177:3;
354:11
source 114:15; 210:1,
14;211:14;212:3,9, 18;
213:5,16; 254:12
sources 210:20, 20;
213:2
South 5:2
southern 177:8
Southwest 70:6
span 87:23
spasm69:18
speak 8:19;11:15; 73:5;
101:20, 22; 136:10;
142:23; 146:9; 185:23;
252:23;264:16; 267:17;
268:4; 280:2; 336:17
speaker 11:10; 190:7
speaking 102:2; 267:11;
291:16
spearheaded 110:20
special 86:3;88:17
specific 39:13;55:17;
70:8,74:7,8;90:9,17;
91:8;106:10;130:18;
135:19; 136:5; 173:14;
174:2;177:23;178:11;
195:21,227:11; 2285, 11;
298:3
specifically 56:21;77:4;
80:23;82:22;91:9, 13;
93:16; 227:19; 228:8;
229:15; 231:1; 245:16;
275:21; 299:25;325:7;

351:20
specification 216:14;
241:22;268:13
specifics 173:20, 25;
177:2;1784
specified 57:11; 220:8;
247:15, 18;251:2; 252.7,
8,253:11;272:20,22;
273:17,21; 289:25;291:1;
294:20;321:3,3;343:13
specify 310:7;312:11
specifying 340:25;
348:10
spectrum 40:1;89:12
speculate 349:25
speculation 116:16;
287:11
speech 224:2;313:3,12,
17,21
spend 16:11; 89:3; 133:5;
303.7
spent 52:5; 133:5
spinal 197:20
spirit 38:4
split 266:16;352:14
spoke 317:12
sponsor 14:4,6; 104:21;
106:24;112:13;114:17;
118:2;123:13;124:3,6;
126:2; 129:14; 131:24;
135:4;136:3;138:12;
146:10,17; 164:5; 186:9;
206:4; 209:7,9; 236:12;
245:9; 283:23; 286:7;
288:12,15;290:2; 291:12;
292:11;293:3, 8, 24;
297:2,17,307:20, 21;
314:7;322:3,8,8,17;
325:12;330:2,3, 4, 25;
334:20,337:17;339:2, 21;
341:14;352:7
sponsor’s 122:23;
179:10; 288:14; 290:11;
292:25;293:11;294:16;
295:5; 296:11; 299:8;
322:20:340:17: 356:25
sponsored-
presentation 116:22
spontaneous 27:6
sporadic 97:5, 25
spuriously 215:21
squared 35:20, 21, 24,
25;66:11, 12, 24;94.7;
116:12
squash 191:8; 238:7;
280:24
stable 162:5
Stacy 5:5;7:3; 168:8;
182:25;359:19
staff 26:8, 12;62:6
Stage 30:7;67:17; 287:2;
3159
stand 62:14; 345:5
standard 11:24;14:19;
16:16;17:1,7; 18:22; 19:7;
22:10;25:3; 39:8; 43:3, 4;

45:13;46:2; 52:8, 24;
63:20;67:16; 109:3;
191:18;192:11; 194:1;
210:4;216:9; 218:15;
265:22; 268:6; 274:12;
281:25;288:23;316:1
standardized 285:23
standards 16:8; 24:14:;
197:24; 263:3
standpoint 302:15;
339:23

start 4:5,7; 28:16; 29:7;
65:19;66:23; 69:11;
70:13;79:20;82:3: 89:18;
106:4; 109:20; 136:15, 19;
140:6; 153:18; 156:22;
165:12;173:2;181:19;
182:8; 236:15; 286:23;
301:2;336:15,19;341:8;
342:13;345:17;351:11;
357:18;358:13
started 63:15; 170:9;
182:5;284:3
starting 28:21; 30:20;
34:4, 23;35:22;36:2,3,6,
9;37:14;40:6;65:23; 676,
78:16;79:11, 15, 19; 94:4;
116:11, 25; 118:9, 13, 23;
121:8;123%:7,17; 128:18;
135:12; 142:3; 155:10, 15,
22:156:1,5,9, 20; 157:25;
159:2;265:14;301:17
starts 60:15;300:9
stat322:21
state 105:11;141:1, 7;
162:7,163:17
stated 45:11; 242:15;
346:5

Statement 6:4; 111:6;
130:25;159:8; 184:1;
309:10;341:16
statements 6:25;47:5;
184:16;261:18

States 16:25;26:18; 34:2,
16;47:4;113:3,13;128:3;
139:16; 143:21; 161:9:
203:6; 215:13; 244:25;
262:1; 288:5:305:17;
323:25;330:10

statistic 28:13;51:12;
53:24;63:7;109:19;
210:6, 10, 12:243:11;
251:17

Statistical 41:9;71:17;
72:9;189:10,11; 200:11;
202:18;205:4; 207:18, 21;
209:6;211:19; 212:2;
216:3;218:15; 220:7;
243:7,245:12, 13; 246:23;
247:15, 23; 248:3; 250:10,
17,20, 22; 251:14; 254:5,
6;262:15; 277:24; 284:16;
286:24;287:10, 14;
289:25;290:2,9,11;
291:7;295:19; 296:4, 22;
297:5, 23, 298:22; 303:16;
317:23;322:2,20:327:4;
328:3;336:1

statistically 101:10;
110:6;127:16; 1289, 14;
196:11; 200:20; 208:13;
217:11, 21, 24; 219:3;
221:12;222:23, 223:18,
21;224:20, 24; 234:4;
291:16;292:19; 293:7, 15;
294:21; 295:4; 296:9, 23;
300:6, 21; 302:7; 303:1
statistician 50:4; 205:10;
210:24; 247:20;321:21;
347:5;359:18
statistician’s 260:6
statisticians 333:18
statistics 29:14;72:14;
74:6; 101:3; 189:21;
219:5;323:18; 333:3;
358:20
status 23:25; 24:2; 35:11,
14, 15;36:5, 20;37:13;
41:5,15, 20, 23, 42:6;
44:20;56:11;65:21;
78:10,15;79:2,22;86:11;
87:15, 21, 88:5;96:25;
97:9,98:12,17,99:8, 11,
12,13;100:2,12, 15;
101:11, 14, 18;103:19;
115:7,18,;120:2,3,5,17,
23;121:3,5,6,10, 11, 13,
17,18,20;122:2,3,8,9,
11,13, 15,20, 22; 131:18,
20,22;132:2,6, 14, 19,
21,25;133:8,11; 134:12;
136:8; 139:20; 145:22, 23:
157:23, 25;158:9, 15, 19,
20;159:13;160:1, 3;
162:3, 24; 163:3,5, 7;
169:6; 186:6; 188:19;
194:10; 199:11; 201:10;
222:13;223:20; 225:2;
236:4; 249:19; 271:8;
278:6; 279:10, 15; 296:18;
297:12;311:6;313:3
stay 143:12; 271:4
steering 286:15
stem 265:2,3
step 216:1, 17; 269:25;
335:1
step-down 292:14
step-wise 292:14,17;
320:10,13, 15
Stephen 4:19;182:15
steps 198:2
steroid 226:22
steroids 296:17
Steve 153:3; 251:8;
272:17:311:11
Steven 6:17;7:5: 189:7;
205:5
stick 71:16
still 56:12; 57:6;75:13;
81:7;125:8;137:9;
138:24; 143:22; 147.7;
167:24;196:19; 217:21;
241:19; 249:4; 260:6;
306:19;308:17; 309:12,
13,25;312:13;316:21;
340:12;343:24

sleep - still (30)

Min-U-Scripte Miller Reporting Company (202) 546-6666




Oncologoc Drugs Advisoty Committee

69th Meeting

FOOO and vrug AGMISIration

December 6, 2001

stimulating 175:13
stock 6:23

stood 63:9

stool 169:15

stools 169:12

stopped 51:25; 259:16;
260:22.

story 51:17

straight 249:21

strata 209:17; 243.7, 12,
244:1,250:12;252:5;
312:13

strategies 273:4,5
strategy 57:12;211:12;
267:22,24

stratification 206:3;
207:5,7;211:2,5,10, 11;
212:8;213:22;214:14, 17,
22;218:13; 241:20, 23, 25;
242:2,25;245%:3, 24;
244:3,5,10;251:12, 14,
17; 254:14; 260:20; 273:5;
280:14;292:5,;293:22;
294:4, 17;316:25;317:15,
18;318:22;319:13, 15
stratified 207:1,9;208:2,
3,5,7,209:11, 21; 210:2,
5,6,12;211:6; 214:16;
218:4; 219:5; 223:23;
242:1,5,11,16,17, 21,
25; 252:1; 254:10; 263:23;
279:14;280:17; 287:18;
290:3, 14;291:22, 24;
292:1,3,6;293:8,9, 11,
13,13,17,25;294:12, 15,
25,25;295:1,2,2,6,11;
2965, 10, 24; 297:20;
302:9:305:15;309:1;
310:23,25,311:8,9,12,
13,13,16;312:9;316:22;
317:3,6,16,18:318:2, 5,
11,16,22;319:11,22;
337:16,17

stratifies 310:9

stratify 210:10; 261:16;
309:4;311:22;312:5,6;
316:23;317:22, 24;
318:20

stratifying 207:14;
210:9;211:19, 23,2127,
311:23

stratum 211:8

straying 301:2
strength 15:18;216:2;
328:25%

strengthen 290:20,
292:22

strengthened 326:19
strengths 301:15,17
stress 24:19;37:11
stressed 15:3

strictly 341:14

strides 342:4

strikes 173:8; 180:25;
260:3

striking 89:8;151:23

stroke 229:18

strong 100:1; 133:14;
156:15;161:1;176:22;
206:8;216:4, 25; 217:12,
21, 24; 218:19; 276:25;
326:15;329:1

strongly 142:24; 155:14;
161:24; 167:2;217:4;
264:9; 272:14; 276:10;

v 305:14

structure 249:11
struggle 339:10; 340:20
struggles 339:22
struggling 356:13
studied 32:1; 192:4;
201:21;346:19
studies 15:15;17:8;
18:16; 23:12; 24:6, 11;
25:5;31:3;32:15,17, 18;
33:8, 24,40:21; 41:7;
42:16;44:8; 45:19, 46:7,
11;56:6; 57:22;58:10;
68:7, 19, 69:4;70:3, 4;
72:16;74:2;77:23;78:25;
82:24,92:4,6;96:1;97:15,
19, 22; 98:24; 101:22;
102:16; 109:18; 110:4;
112:3,12,20; 114:6, 16,
23;116:23;117:10; 1183,
24;120:14, 16, 22; 123:2,
8,9;125:9,14;127:18;
128:21;129:23;130:3, 9;
131:14;137:9, 23; 139:12,
23;140:6; 141:10; 143:2;
147:9,10; 149:18; 151:25;
186:17;208:11; 221:6;
231:1; 234:6, 19, 21;
235:4,7, 13, 16; 255:9, 20;
262:20;263:17;264:19;
266:10; 269:8;272:11;
283:14, 16;335:24;
340:18, 23;341:25;351:8;
352:10, 12; 360:25
study 15:1;18:19, 23, 23;
19:2,9, 13, 18, 24; 20:2,9,
23,21:4,6,13, 14,19, 22,
24;22:4,6,13, 16, 24;
23:7,13,13,15,16, 18,
19, 23, 25; 24:5, 21, 27:19,
21;28:11;29:10,17, 19,
25;30:1, 4, 16;32:22;
33:2,7:,3%:7,11,12;
36:13, 14, 18;37:5, 23;
41:23, 25;45:17, 17; 46:5;
48:13,19;50:3, 3;54:1,
14, 14;56:3, 13,16, 17,
18, 25;57:5;58:21;59:1;
62:17:63:11, 16, 22;
65:12;70:12;75:3, 16, 21;
76:3,16,24;77:3;,78:12;
79:16; 80:9;81:22; 83:14;
85:16;92:8;93:3, 14;
94:10,12; 102:8, 12;
106:6,7,8;115:10; 117:5,
12,13;118:10, 11, 20, 21,
24;120:2,11,20;121:2,
21;123:8;125:22, 24;
126:4,11,16,17,19;
127:3;128:19, 20;131:22;
132:15, 15, 16; 133:25;

139:16; 142:7; 146:23;
150:18;152:10; 1757,
180:1,10; 186:22, 23, 25;
187:10, 12, 14; 188:5, 10,
13,15;190:24; 192:22;
193:14, 25;196:9, 12, 14,
16,24;197:2,3; 1986, 7;
200:3, 11; 201:14, 19, 20,
20,25, 202:8,10,17;

203:3, 4, 11, 24; 205:3, 11,

21;206:17, 19, 20, 25;
207:1,3,3,9,16; 208:3;
209:24; 211:6, 13, 21;
212:5,11, 14, 22, 25;
213:1;214:13; 215:3, 24;
218:6,13, 23;220:14, 16;
221:16;226:12,15,17;
228:4;230:5,9,15,19, 20,
22;231:4,9;232:6, 10, 15,
21;234:7,7;235'6;
236:19, 22, 24; 237:1, 5;
243:14; 244:20, 25; 245:7,
17;246:22, 24, 247:1,4,
15,16, 17; 249:6; 250:11;
251:22; 253:19, 24; 254:9;
257:4; 259:1,3, 5; 260:18,
19,22;265:18; 269:5,19;
271:22,23;275:21,276:6,
17,19;277:15,;279:8;
283:15;287:5, 8;288:1;
289:22:290:23;294:8;
295:24;297:15; 303:15;
315:10, 12, 16; 324:25;
327:9,24;328:6,16,17;
329:7;335:6;338:3;
340:9;341:13;342:9;
343:2,5,7, 8;348:6;
349:14, 22, 23;350:16;
352:13;354:4,6,8,24;
355:13, 13, 14, 15,360:22
stuff 282:16

style 213:2

SU5416 59:3
sub-population 222:4
subdural 228:8, 25
subglial 228:25
subgroup 120:25;122:5;
157:24; 160:24; 200:13;
235:10, 11; 287:5; 295:19;
296:7:302:23; 306:12, 16;
332:13

subgroups 159:3;337.7,
22

subject 249:12
subjected 294:23
subjective 117:15;
159:13

subjectively 160:1
subjectivity 158:22;
160:19

submission 135:5:
188:10;246:17,19:253%:9
submit 252:18
submitted 6:9;57:2;
112:13;114:18; 123:13;
138:15,17; 164:14, 14;
184:7; 248:5;252:19;
275:17;284:17, 286:11;

307:21;322:4
submitting 7:1; 184:17
subpopulation 201:8;
202:23

subscribe 88:21
subsequent 124:10;
285:23;301:20
subsequently 270:16;
287:21

subset 117:11;120:8;
121:25;133:1;162:18;
284:23;356:24
subsets 131:23, 23;
300:20

substance 274:8
substantial 26:16; 275,
13;41:1; 219:23; 220:5;
224:9; 240:16,329:10;
350:12, 23;351:1,3,6,19;
352:7,9, 21, 25;353:24;
354:17, 21;356:18, 19
substantially 12:3;
160:17; 240:25; 241:9;
326:20;338:12
substantiation 301:6
substituting 168:10
subtle 170:16
subtype 204:6
subtypes 282:11
successfully 10:13
suffer 108:8
suffered 339:18
sufficient 44:11
sufficiently 39:24;89:11,
12;285:18
suggest 71:25; 82:24;
90:14,95:16; 109:13,
133:13;134:2; 136:25;
140:12; 148:14;173:13;
175:20; 243:24; 244:3;
340:14

suggested 11:21;15:2;
27:16; 28:10; 40:2; 49:22;
262:21;307:23;311:3
suggesting 58:5; 133:9;
140:4; 159:16; 166:20;
244:12;331:2
suggestion 97:19;
173:22;207:12; 229:16
suggestions 100:7;
116:10;176:24
suggests 82:23; 150:5;
172:20;313:1;344:4
suitable 111:11

s$um 252:9;269:12,13
summarize 15:11,76:5;
225:14; 233:10, 24;
284:19; 293:5,327:19
summarized 39:6;
141:21; 164:10; 291:2;
305:6

summarizes 289:4;
30114

summary 33:17;42:4;
48:2,96:14; 189:13;

194:1; 218:6; 297:17;
303:14;304:17
supercontorial 264:17

superimpose 88:9
superior 234:16
supply 304:20;316:16
support 13:3; 40:1;44:4;
45:4;52:12;58:21; 59:1;
70:20;91:1, 2, 15;98:14;
142:13;153:14; 154:11;
159:9; 163:16, 20; 166:1;
167:4; 169:13;174:24;
188:8;210:17; 211:16, 18;
235:21; 284:18; 285:9;
309:19;314:6
supported 47:4; 152:13;
285:1; 295:10; 298:16
supporting 25:10; 188:1,
14;271:22; 290:18
supportive 9:22; 18:5;
24:24;38:15; 44:14; 58:5;
67:9;90:22, 24; 100:8;
105:22;110:14; 116:16;
123:16;129:15;135:23;
139:20; 145:3; 164:8;
174:2,6;178:3, 21; 225:9;
259:2;268:22; 290:19;
291:20;292:21, 22: 300:3;
304:15;305:2;314:10, 12,
22;333:1;357:2
supports 123:9; 211:1;
270:1

suppose 309:7; 348:4
supposed 92:23;306:11,
12;310:6;317:20;321:2
suppression 195:3
sure 89:4; 90:23; 105:2;
134:23; 147:17; 166:8;
167:14;171:12;172:13:;
176:2; 212:19; 236:20, 23;
241:21;242:22; 245:15;
251:7,269:1;272:17;
273:25;275:17; 283:18;
317:25;320:8, 11, 25;
324:5;349:11;350:1
Surely 253:23

surface 195:10
surgeon 190:24; 191:9;
197:17; 238:10; 281:16,
20

Surgeons 111:18
surgery 11:18;186:19;
187:18,24;188:13;192:1,
14, 24;193:3,3, 10;
195:17; 200:24; 201:23;
202:3;203:9; 219:25;
226:14,227:6,228:7;
232:1;234:23,235:24;
256:25; 281:5; 282:18;
286:16; 296:16; 3164
surgical 12:4; 186:8, 21;
188:21;101:18; 192:15;
193:22;1%4:15; 195:18,
20,22;197:6;199:1;
203:17,206:21; 227:1;
229:25; 236:6; 274:12;
283:9; 284:24; 287:19
surgically 30.7

Miller Reporting Company (202) 546-6666

Min-U-Scripte

(31) stimulating - surgically




Food and Drug Administration

December 6, 2001

UnLCOoI0LOC Urugs Aavisoty Lommitiee

69th Meeting

surprise 93.6
surprised 80:20; 280:3,
13;349:24
 rising 337:25
sisingly 358:6
surrogate 216:22
surrogated 264:9
_ surveillance 27:6.
survey 35:6;37:3; 70:4,
17,18;92:9
surveyed 34:16, 23
surveys 82:23

PP ot e P

survival 12:12; 14:18;
15:25; 16:7;17:19,22;
187 10;19:24, 25; 20:3;
24:10; 25:3;43:1,9; 52:16;
53:3:63:23;75:5, 8, 10;
79:13, 18;86:14; 91:22;
94:20, 23, 96:7; 98:6;
111:5,9;121:2%;122:1;
125:2,3%;127:7, 13, 16;
128:9; }32 22; 133 4;
137:11; 151:15; 152:5;
160:17;179:8; 180:10;
183:11;186:4, 19;192:9,
14,17, 19» 1936, 8, 15,
13 1940 {) 5 i/, i% Oy
197:10; 199:5; 200:5, 6,6,
21,21,25;201:24; 202:11,
22:203%:2;204:10, 12, 20;
207:19;212:13; 218:25;
219:2, 12, 24;220:23, 25;
2778, 11,12, 24;222:3,5;

,8,12:235:9; 236:2;
» ; 267:23; 269:4;
270:6; 27524, 25, 277:5;
286:4; 287:6; 289:13, 19,
23:290:12, 23;291:5;
293:5,6, 10; 294:21;
2957, 25;296:3, 7, 12, 14;
300:7;301:25;302:1,6;
303:14, 17, 18, 24;304:1,
18, 18;305:9;318:12,13,
17,17;326:16; 333:1, 13;
334:17;350:13; 351:4;
352:21,25;353:2; 354:17;
356:3,7,357:15
survivals 332:1
survived 223:5
survivor 11:13;12:13
suspeet 53:23; 83:8;
265:19
suspected 203.21
suspicion 190:25
suspicious 310:10
swayed 347:15
switch 10:17; 2487
SWOG 70:9,15;73:23
symptom 116:2
symptoms 58:1,2;
96:23; 105:14; 116:4;
29022

rome 58:6; 59:8;
& r86:2§
syndromes 57:24;
59:11; 115:21, 22; 116:4;
123:5,12

synergism 151:17
synthase 16:19;17:9
Syos 245:25, 25; 247:6;
259:15; 276:20

system 28:9, 12; 50:15;
146:13,18

systematic 215:24;
216:17

systematically 41:7;
81:23

systemic 192:3;194:22,
23;195:2,12, 14;227:8;
287:23,299:3;330:15
systems 180:21

T

T-301 187:14; 188:1, 10,
15; 189:7, 14; 193:25;
198:5,17, 21, 201:18, 25;
202:7,17; 203:3; 205:3;
214:9;218:22; 219:22;
220:16; 221:5; 228:4;
229:19; 230:20; 231:15;
232:6;234:7, 24; 235:4;
245:17, 246:9, 17, 257:4;
259:3;300:11;301:17;
302:25;304:11;305:21;
342:10;350:12;357:14
table 71:10;72:24;
120:12;126:1;127:7;
134:19; 141:22;142:11;
145:8; 164:10; 230:1, 4;
231:5; 283:25; 288:13;
289:4;292:10:339:7,9;
345:9

table's 268:10

Tables 96:14
tabulation 231:13
TAKIMOTO 5:16, 16; 7:5,
15;79:23,24;138:10, 11;
154:6; 157:16; 165:13, 14;
171:17

talk 62:25;85:6;92:1;
103:19;161:7;185:18;
259:25;261:15;312:20
talked 70:9; 105:1;
141:20; 159:3;324:3
talking 85:7,92:11,99:5;
100:20; 103:22: 133:4, 6,
9, 136:1; 146:5; 149:11,
12;151:19;162:17;
163:15; 176:5; 180:20;
239:22;256:12; 262:1;
266:4;319:21,320:22;
332:7;333:15, 16; 336:8;
353:8

Tampa 4:23

Tandem 34:10

Tanden 232:12

target 158:19

TAYLOR 5:9,9;104:24,
25; 154:4; 157:14; 1834,
4:315:17,18;323:15,17;
348:20;350:2, 3; 3376,
25;359:5;361:10

Taylor's 324:21

team 322:2

technic 216:8
technical 196:4; 253:22;
344:16

technically 247:4
technique 227:1;319:15;
320:17;327:11
techniques 327:4
technology 268:16
teens 64:6

telling 83:25; 155:23;

YT DA 'nr.' ‘?")R’)Z
RS kEy ked T .:: P e

361:3

temazolamide 192:7
Temidar 267:25

Temple 140:2, 3; 144:1,
2,21,24;147:17,148:9;
149:4, 16; 150:4; 151:23;
152:14;153:2;167:11, 15,
20;170:19;171:4;177:3;
180:23, 24; 183:24, 24;
250:6,7,23; 251:7, 13;
252:12;253:4; 254:1;
310:2,3,4,17;311:10, 24;

BAF PO REEEY LD ITNAL
DAI3110;0:004,0, D1 7144,

320:13, 19;335:23, 24;
337:24;342:23, 25;343:1;
348:5;349:13; 350:10, 15,
21;351:6;352:1,5;354:2,
11,20;355:2,6,11;356:5;
359:19;360:2,19
Temple's 146:10;163:1
temporal 117:24
tempting 23:14

Ten 358:10

tend 79:6, 9, 22; 87:16;
256:11, 14;278:20, 22
Tenney 230:16
tentative 191:1; 238:9
tenzolomide 270:3

term98:22:147:12;
242:11;351:8

terms 25:21;48:13;49:8;
51:7:56:16; 59:20;61:11;
64:2;68:10;76:10, 10;
82:4,12;83.:7:85:9;91:15;
92:3;93:11,12;94:25;
98:5,25,132:21,22;
133%:3, 15, 24; 148:24;
159:11;162:9, 11; 273:1;
277:24;281:24; 287:2;
301:20;302:5;314:21;
318:18;321:8;324:9;
3517

terrible 353:12
territories 140:7

test 91:21;207:22; 208:1,
1,5;209:12;210:10, 12;
214:16,18; 217:8; 242:1,
17;243:6;276:11, 12, 21;
289:25; 290:14, 14; 2918,
22,24,25;292:6;294:19,
24; 295:5; 296:21; 297:4;
303:19; 309:20; 33%:25
tested 145:9

tests 296:5;302:10
Texas 5:17

theme 310:17
Theradex 38:19, 19;
113:22

therapeutic 29:1; 49:3;
125:5;148:24
therapies 31:13;37:24;
42:7,9;46:22;59:19;
102:22;138:3; 143:22;
192:8; 206:22; 220:9;
330:18

therapy 14:12, 15, 22;
15:20: 16:13, 16, 24;
17:24;18:2,4,8,13;
19:10,11;20:11; 21:8, 16,
23;22:5,13,19, 23, 25;
23:1;25:2,7,18,23;
26:21;27:11, 18;28:17;
297, 10, 30:6, 16, 20;
31:10;33:1,18;34:4,19;
35:16, 19;36:6, 15, 19;
38:3:39:18;42:21, 23;
43:2: 45:5; 46:20; 48:19;
50:22:51:13, 14;53:7,12;

55:15;60:21,22;75:2;
03:25:94:22; 95:18 21:

97:6, 23 20; 196 10
1097, 11,21, 118:1%;
120:19,19;123:24;126:9;
137:14,24;138:1, 5;
143:24;172:2; 181:%;
192:1;194:1; 217:2;
246:20; 264:19; 267:14;
287:20; 288:22, 24, 289:2,
3,299:2,2;316:2,2,7,9,
11,11, 14, 16;335:1;
347:12;356:3
Therefore 7:14; 114:4;
169:4; 191:14; 193:24;
195:19; 199:25; 200:22;
202:14; 208:22; 216:22;
219:17; 226:3;227:18;
229:3;230:19;231:11, 14;
232:1,19,23;235:14, 17,
20; 237:20; 242:6;252:2;
253:10; 269:20;302:11;
317:7;351:18

thinking 52:5,7;82:12;
167:21

Third 15:15;126:7;
129:20; 136:17; 150:20,
23;165:19; 170:16;
213:20; 214:8; 239:13;
243:2; 258:25; 266:15, 21;
267:5,334:3, 5,6, 346:17
third-party 268:11
thirdly 298:5

Thirteen 345:12
Thirty-two 304:19
thorough 44:2; 67:24;
112:8;206:14
thoroughly 106:23
though 48:4;51:2; 71:6;
99:7,107:20; 133:7;
137:7: 139:6; 165:1;
217:16; 226:23; 229:16;
242:8; 254:23; 258:14;

272:5;273:14; 275:20;
277:23; 280:4;353:22;
360:25
thought 51:3,7;52:19;
53:22;66:14, 14; 131:6;
143:1;149:14; 163:14;
259:4; 275:19;316:23;
317:13;318:8;343:14, 21;
355:18, 19;359:20, 25
thousand 95:10; 180:10
threatening 232:3
three 19:2; 23:2;26:7;
27:23;30:24;31:15;
51:21;57:6;62:18;63:16;
112:8;114:4;115:18;
122:23;155:12; 166:8, 15;
167:16;168:13,17, 20;
170:11;171:2,5: 186:17;
187:8; 195:9; 209:14;
224:7;228:2; 235:6, 15;
239:1;241:8,18; 254:21;
265:12; 266:16, 16, 23, 23;
283:7,7;288:8, 14;
292:20; 295:11; 296:19;
304:2; 305:6; 336:25;
337:8,9;338:21; 346:15,
18;350:11,352:3,357:13;
358:10
three-quarters 92:6;
269:15,18
three-tiered 301:22
threshold 336:6
thromboembolic 21:18,
25;44:24
thrombolytic 56:1;
68:17:69:1
thrombosis 54:4;115:14
thrombotic 55:9;69:5,8
throughout 34:9;67:6,
14;93:18
thrown 265:13
Thus 11:2;26:2, 10;
27:10;29:23;32:21;
196:24; 199:22; 201:14;
223:2
thymidylate 16:18:17:9
tie 158:5; 266:22; 2675
tied 173:25; 297:25
tight-227:2; 228:17
tili 178:21
timeframe 316:12
times 75:3;78:5, 10;94:7;
108:10;304:16;341:10;
346:13
timing 246:21
tired 108:11
tissue 1917, 8, 13;
281:15,18
tissues 238:12, 14
today 8:17,9:7;11:15;
12:19;14:8,10; 16:11;
28:7,30:13;43:11, 14;
44:1,9;65:20,66:1, 8;
82:24;86:3; 112:15;
145:15; 209:19; 273:22;
285:22;304:17;333:15,
17;354:9

surprise - today (32)

Min-U-Script® Miller Reporting Company (202) 546-6666




Oncologoc Drugs Advisoty Committee

69th Meeting

Food and Drug Administration

December 6, 2001

together 14:13;43:1;
49:19;63:1;227:3;
233:20;244:8; 245:6;
294:6;304:9;357:14
told 82:22

tolerance 126:18
tolerate 78:3,4, 11;
104:1;'180:9
tolerated 66:16, 25;
108:16; 197:16: 201:11;
237:11

took 51:10;211:16;
216:4;313:8;322:23
tool 297:22, 24

top 77:9, 16; 141:9;
212:23

topic 211:1
topoisomerase 17:23
total 34:15; 36:16; 77:20,
22:94:6;104:17; 117:21;
187:5,9, 16; 252:9;
262:24;288:1; 289:20;
295:22;316:2,12:347:14
totally 92:4; 140:6; 272:3;
323:17

touch 241:12

touched 9:14

touching 241:15
toward 278:20, 21; 346:1
town 105:10

toxic 24:16; 144:7; 147:5;
148:21;152:7;179:18
toxicities 20:8;61:4,17;
64:23, 24; 80:16;95:1;
105:7,12,16,17;115:24;
195:2, 14; 285:24
toxicity 20:10; 23:14;
40:3;49:22;50:1,9;57:3;
59:21;60:7;61:18;62:19;
63:12,64:14;65:7,66:17;
76:10;84:1, 6, 15;95:13;
102:14,20;103:11;
116:10;117:7, 22, 119:13;
122:13;124:22, 23,
128:15; 129:1, 5; 142:5;
148:25; 149:12; 155:11;
158:8; 159:18; 160:17, 18;
171:13,17; 265:25; 278:3;
324:8;338:11; 343:25;
344:4;356:8;358:11;
359:10, 21;360:1, 5
track 61:19

tract39:10

trade-offs 25:21
traditional 257:10

train 8:15; 105:12
trained 262:3

training 317:23

TRAN 322:2, 2, 25;
32311

transcriber 8:22
translates 52:16
transmitted 252:23
transmitting 209:10
transpired 53:15

transpiring 55:8

travel 12:18

traveling 12:7

treat 9:23; 54:8; 81:3;
84:3; 110:15; 135:6;
138:21, 25; 155:3; 163:8;
165:18; 170:5;192:2;
201:3,7:206:15; 221:8;
237:17;287:4,6;303:4,9,
21;307:1;314:13;323:24,
25;326:14;331:7;332:4
treated 11:14; 21:16;
23:16: 24:17; 26:24;
28:19:30:17,19;34:24;
35:9,22;42:2;54:3;84:11;
107:19,25;109:8; 115:2,
3:126:6,12,16;130:1;
136:22; 143:22; 145:2;
152:16; 154:23, 25; 1977,
8,15;200:8; 201:13;
202:2:204:23; 216:15;
223:2:224:3;225:22;
226:20, 25, 25; 233:13, 16,
17, 20; 234:3, 282:22;
293:1; 296:16; 323:22
treating 44:20;47:17;
62:4;105:5,5, 18, 23;
138:19;158:10; 159:20;
210:19; 267:2; 283:3;
329:18

treatment 11:1,3;12:1,
10,14, 16, 19,22 14:2;
16:20;17:22;19:3, 12;
20:8,10,12, 18, 21;22:3,
6,12;23:5; 25:4, 18; 26:6,
17:27:2,4, 21; 28:21;
29:9;31:20;34:17:36:11,
17:37:9;38:12,40:10;
42:19;43:8; 44:25,46:17;
47:3,7;50:21, 24;51:4, 4,
8,9;75:13;81:12;82:7;
83:10, 15, 16;84:2, 15,
86:23:87:2,7,89:4:92:22;
93:1; 1075, 13, 19; 108:2,
16;109:3,11;110:7.9, 19;
111:1,10;113:4;114:12;
115:10; 116:14, 25; 117:8,
20,24, 25;118:9, 18, 23,
25;121:8,9;122:4,10,19;
123:7;124:1,5,7,8, 21;
125:9,17; 126:13; 127:10,
15,17;128:18, 21, 22;
130:12;132:17; 134:24;
135:16;137:1,11;138:7,
8,23;141:19;143:8;
149:15; 150:3; 161:13, 15;
169:22; 170:8,14; 172:5,
13;173:4;186:3;187:4,
18;188:3,17;190:13;
191:16, 18;192:11; 1934,
13;194:3, 22, 197:11;
199:7,8,14;200:3, 4, 12,
19; 201:2; 202:6; 203:17,
21, 24;204:3,6,8, 14, 21;
205:1, 23; 206:10, 23;
207:20;208:15, 19, 21;
211:24;212:16, 20;
213:19;214:6;215:1, 2,
18,22;216:10; 217:8,12;
218:2,8,16;219:14, 18;

220:1,4,18;221:4,18,19;
222:6,7,13,23;223:1,13,
17,22;224:2,5,14,22;
225:3,13,15,17,226:6,7,
9,11;227:10,13, 15,21,
24;228:3,10, 14, 19, 24;
229:2,5,11, 14,15, 19;
233:22,25;234:4, 15, 16;
235:2; 236:1; 241:6;

244:15; 248:14; 254:25;

255:2;264:11; 269:2;
272:7,274:6,9,16,277:2;
278:3;286:4,8:287:12,
24;288:21,23:289:12,17;
290:13;291:18;292:11,
19;295:20; 296:4, 12;
315:23;317:8;325:22;
330:8;331:5,15;332:16;
334:23;337:12;349:6, 9,
23;359:8
treatment-related
172:10

Treatments 25:22;
28:23;36:16; 103:22;
108:3;124:11; 152:4, 20;
170:1;192:25; 194:5;
285:23;342:5

trend 99:13, 17; 100:9;
123:8;152:18;176:10;
223:21;296:1;302:1;
304:2

trending 336:4

trial 11:22; 14:20; 16:4;
18:20,24;19:3; 20:4;
27:20;28:6;30:2,6,12;
32:21;37:18;41:25;
43:17,4%:22: 491, 13;
50:7,12,16; 51:25; 54:25;
58:24;66:6,11;67:19;
70:11;75:10;76:2;78:5;
79:17;92:15,94:17;95:3;
109:23;118:7, 14, 16;
119:4, 20,23, 120:1;
123:4;124:19;135:11;
136:13;142:1,2,5,12,13;
149:11, 12; 151:10, 24;
158:1;177:23;1784;
186:23,24; 187:1, 11, 13,
16;188:1,7,12;189:5,7,
14;192:10; 19%:13; 1974,
5,198:16, 17, 22, 23, 24;
199:4, 7; 200:23; 2015,
11,14;202:8,22; 203:7;
205:18;206:3, 14, 19;
209:9; 210:3; 211:17, 20;
213:4;214:24,2154,7,7;
219:22,22:221:23;222:5,
20;229:19;234:25;
237:13;239:6,8;242:5;
245:11,246:9,10,11,17;
247:10,21,25;248:1,6;
250:18,21; 254:24, 25;
259:13, 14, 16; 260:4, 21;
264:16, 23; 267:3; 269:16;
270:23;271:4;272:6;
274:8,12;275:22; 280:25;
281:1;282:23:284:17;
285:9,15;287:16; 299:24;
300:1,4,5,8,10,17,18;
301:18;302:1, 21, 25;

303:7,9;304:10, 10, 15,
16;305:1,7, 10, 22;
306:10;326:13,15;
329:14;333:23; 334:12,
13;342:10, 16, 19, 22;
345:8,13,20;346:1, 2, 8,
25;357:1
trials 18:14, 18; 20:7, 13,
19;23:22; 24:7, 15, 24;
27:15;31:9,12, 14, 21;
32:5,9,12,25;33:6, 10,
13;34:21;38:13, 24;
40:24;42:3, 15, 16; 48:6,
25;50:19; 51:13,15;
56:11;59:2;67:25;68:18;
69:6,11;77:17;79:3; 80:7;
109:13;112:10, 10, 18;
113:6,24; 114:8, 10, 24,
25;116:7,9,19, 22;
117:17,118:8;119:6,7,9,
16,19, 25;122:17; 125:15;
126:2;128:6;132:20;
134:5,6; 141:16, 23;
145:1;146:15; 147:3;
148:14; 150:12; 153:1;
154:11; 163:19; 181:1, 8,
15;187:9,17;198:19;
203:12;210:23;211:18;
215:16; 234:24; 247:14;
253:18;255:2; 260:18;
2627, 21; 2667, 25;
268:1; 275:16; 285:1;
301:7,302:2;305:21, 23;
319:11;325:2;333:22;
346:13, 18,19, 21;357:13
tried 76:5; 78:14; 79:1;
105:12; 146:2; 260:13;
2744
trivial 273:13;347:13
trouble 91:7; 106:4;
163:5;320:9;356:15
troublesome 140:13
frue 75:16;97:23; 101:24;
148:15; 161:12, 13, 16;
218:25;267:11;311:24;
349:8;350:4
truly 55:11;59:10;
334:22; 346:5;356:2
truncated 259:13; 276:9
trusiing 320:9
trustworthy 273:24;
274:2,6
try 59:18;69:3;87:17;
90:20;93:22;96:17;
180:12; 236:11;310:24;
339:15; 340:25; 349:13;
355:23
trying 58:19;72:6; 73:18;
78:6;82:19;85:21:89:19;
90:17;95:1; 100:17;
147:24, 156:12; 250:19;
252:13,; 274:24; 275:7;
340:1
TTRP 757
tumor 15:24;42:10, 25;
43:9,120:18;121:23, 25,
183:11; 191:5, 24, 25;
192:2;193:7;194:10, 15;
195:1,8,11, 24, 25; 196:1,

22, 24, 199:21, 24, 200:10,
17, 201:9; 203:9; 204:5, 9,
20,22, 25; 208:12; 216:21,
23;219:13, 15; 220:10, 15;
225:20;230:17; 235:12;
248:13;257:11;262:22;
264:20, 21, 25; 267:19, 19;
279:16;281:3,8,13;

28213, 6, 10; 285:16;
287:24;288:11; 290:16;
295:3;311:7;330:17;
336:19;355:25
tumor-related 59:14
tumors 59:25; 191:20,
22;196:25;232:12; 261:1;
263:17;267:7; 270:6;
283:1,2,6,10;323:24;
324:1;325:24;339:18;
340:5;349:17

tuned 61:7;62:6

turn 8:23; 13:23;51:22;
142:22; 2535, 299:19;
303:2;305:3, 11, 25;
340:13;342:7;353:19
turned 509

Turning 301:6
turns 137:5;282:5;
311:15;315:15;353:20
twice 71:13

two 13:8; 14:19; 15:6;
18:15; 20:18; 23:5, 12, 22;
24:24;25:15; 29:13;
31:15;32:17,38:13;
43:25; 48:25; 51:23; 52:3,
11,14;53:1,56:11;59:6;
63:10, 24;65:13; 66:7;
69:24;72:16;73:4;79:12,
15;84:15;86:3;98:20;
99:12; 104:9; 106;21;
107:25;109:12, 18;112:3;
113:1,2,12,12,18;
115:22; 116:9;120:14, 15;
124:22;125:19;132:19;
135:14, 19; 136:15, 19;
137:6, 23;139:12; 1409,
10;141:17,23; 1437,
144:11; 146:5,6; 149:17;
152:3;154:23; 155:8;
156:4,7; 160:8; 163:13,
23,25;164:20,21;171:18;
179:9; 180:10; 191:23;
193:23;195:9;198:19;
199:7,203:18; 204:3, 6;
205:1; 209:14; 213:2;
219:7,223:13; 225:13;
227:10, 14, 18, 21, 23, 25;
228:24;229:2,8,11,19;
230:9; 234:6, 20: 239:1,
12;241:6;245:1,4,5;
248:8,19;249:1, 5;
257:22;258:22; 262:17;
266:16,17, 20, 22: 271:6;
272:4;275:16, 23, 25, 25;
280:15; 284:25; 288:7;
289:16, 23; 290:13; 291:8;
293:3,6, 15; 295:9; 296:3;
298:19; 299:4;302:16;
319:17;322:5;327:9, 24;
332:11;334:10;337:7;

341:11;342:11; 343:18;

Miller Reporting Company (202) 546-6666 Min-U-Scripte

(33) together - two




Food and Drug Administration Oncologoc Drugs Advisoty Committee
December 6, 2001 69th Meeting
349:5;351:21, 25;3%2:1; 328:20 unstratified 208:8; 85:24; 86:2;98:22; 107:5; | 312:12;317:5,7;320:1,
350.22 underestimated 299:14 | 302:9;312:12 109:5,18;113:5; 125:8; 11,17;327:2,14
two-month 63:23;302:2; | undergo 220:20 unstudied 125:4 132:20; 1471§§ 150:15,21; | variance 207:11; 214:18;
T.751233416:356:2 | yndergoing 26:21; untested 64:2 g;‘;'il?ééé(’;;z 261:20;331:1, 10
percent 20:23 186:7; 187:24; 188:21; untoward 158:7 21 5;2 43 21('5:8; 2'33;5; variation 208:20; 210:1,

weo-thirds 92.6; 212:23;
266:13 )
twofold 216:25

tying 149:13
type 41:22;50:14;60:4;
95:16, 23;120:9;161:7;
196:24; 200:11, 15;
207:10,17;208:12;
216:23;217:20;224:13;
231:14;237:3, 4, 260:17;
261:7; 263:3; 275:9;
277:3; 279:16; 290:16;
292:2;293:21; 295:3;
311:7:319:4;321:9, 16,
23;322:12,15,16;323:7,
7:347:17;356:3
types 15:7; 29:14; 34:13;
41:19:42:10;49:8; 75:11;
78:8,97:25;98:9,196:22;
204:5; 281:8; 283:2,'5;
292:20
typical 232:2; 269:7
Typically 190:20; 225:20;
278:16; 281:4
typified 213:6

U

9.7 .
U817:1,7,12,19:7;
25:16;26:19,27:1,9,15;
29:10;31:21;32:21;
34:14; 4513, 46:9,49:6;
92:15,109:9,13;127:23;
139:23; 187:20; 245:7;
262:7;26%:3;294:1,2
UCLA11:22
ultimate 46:13; 264:14
ultimately 104:7; 180:4;
268:5
unable 40:18
unacceptable 360:<
unadjusted 277:11
unanimous 167:12, 18,
19; 169:19;345:8
unanimously 25:1
unbiased 218:7;272:7;
274:15
unblind 308:14, 16
unblinded 250:11;
252:17
unblinding 202:20
uncertainty 342:1
uncharted 140.7
unclear 133:20: 193:25

mmonhn 226:24
L. snscious 160:2

under 6:19;,74:12:77:11;
100:5; 157:20; 187:3;
25%:3; 266:2; 300:2;

220:19;223%:16;230:6, 11,
17;231:7,20;232:8,13;
234:22;236:6;330:16
underlying 333:4
underpowered 333:24;
3356

underscore 156:10
underscores 162:10
understandable 346:20,
21

understands 171:13
understood 58:13;
321:13

underway 58:10; 107:4
underwent 107:18;
199:1;220:12, 15; 280:23
unduly 171:15; 208:25
unethical 63:21; 150:22
unfit 104:2

unfortunate 15:6; 79:25;
326:4

unfortunately 11:19;
17:16;29:11,76:7;79:5;
105:21; 259:16, 17; 279:8;
346:16

unifocal 324;22
unilateral 203:16; 264:25
uninterpretable 320:7
union 230:22

unit 237:2

United 16:25;26:18;
34:2;47:3;113:3, 13;
128:3; 139:16; 143:20;
161:9;192:22; 203:6;
215:13; 244:25, 262:1;
288:5;305:17;323.25;
330:10

univariable 216:1, 18;
218:2

universally 67:4; 194:18
University 4:12, 18, 20;
5:2,4, 10,15, 17, 20;
182:12,16, 22, 24;183:5,
9,13;189:2, 9, 18, 20;
190:9; 205:7

unknown 46:9; 49:3;
210:20;310:6; 3123
unless 171:6; 282:2;
354:12;356:8

unlikely 180:19, 22;
260:11

uncbvious 310:8
unpublished 266:10
unpunished 254:24
unrealistic 286:17
unresected 192:2
unresolved 115:16
unrestricted 38:16
unscientific 152:16

unusual 206:21; 255:2;
325:1

unvalidated 173:16
unwanted 254:12

up 9:13;10:25;47:23;
50:10;51:24; 60:18; 61:6;
66:6,10;67:2;69:25;
71:10,15;73:13;:83:10;
90:1;94:13;96:10, 13, 25;
98:6;103:14; 132:13;
134:10;136:1; 138:14;
147:10, 11, 19; 149:13;
156:3;158:9; 163:12;
170:1,8,15;171:1;
173:25;192:17;238:8,17;
247:24;255:16;257:1;
259:24; 261:22, 24;
262:13,15;269:12, 13;
270:17:275:20; 277:20;
281:8;284:15;285:2;
306:3;316:24:317:14, 21;
318:6;323:14;353:21, 23
update 44:17

updated 36:23

Upjohn 13:4,25; 14:4,6;
165:2

upon 8:11;98:10; 185:10;
186:16;291:13;292:17;
329:9;3543

upper 23:22; 291:15
upward 294:23; 295:14;
307:11;308:10, 15, 24;
323:7,9

upwardly 308:22; 309:6
upwards 291:9

urge 11:2;111:2; 167:2
urging 47:6; 149:5,8
USC 6:15;7:8; 184:13
use 10:1, 2, 25; 15:14, 20,
22;16:1,3;17:11, 14, 16;
18:17;19:14, 15; 24:15;
25:10;27:1,17;30:5, 23;
36:9;37:19;39:24; 42:19,
21,21,22:43:1,6,12;
45:3;46:25;53:5,18; 67:6,
12,20;76:18;83:11;91:1,
10;98:23; 103:16; 106:8;
109:15;127:23; 128:5;
133:10;147:20;172:1, 4;
175:11;177:18, 25, 186:3,
18;188:17,24;192:3;
195:15; 196:13; 197:20,
22;198:1;206:2; 208:7, 7;
210:2,12;212:6;214:21;
218:13;219:24; 226:4, 22;
233:25;236:1;242:1;
243:23;244:2; 250:9;
265:15; 266:22; 268:8, 19;
281:25;282:1, 1, 293:16;
316:21,23;317:14, 21;
318:16;319:12;337:14
used 10:13,21;16:3;
24:13;33%:22;50:15, 23;

250:12; 265:20; 2678, 24;
268:16; 279:24;282:3, 6;
292:22;294:4, 16; 297:10;
313:8;317:21;319:10;
327:4;330:13

useful 49:20; 71:8; 74:20,
22;146:23; 149:25; 151:6;
212:22

user-friendly 60:6

uses 70:11;117:19;
214:16;301:9;327:11
using 17:4; 29:19;37:12;
39:20;51:16,;67:8;68:24;
118:24;120:8;127:25;
173:1;174:21; 207:22, 23;
216:5;219:4, 10;: 259:25;
266:2; 268:2:276:11;
282:4;291:21,317:2, 16;
318:8;320:10; 330:13;
347:10;348:23

usual 108:8; 299:22
usually 120:2; 247:14;
310:4;319:19, 23:356:6
utilized 126:19

\ 4

V303 18:23; 19:9; 20:2;
21:6, 14, 24; 22:6, 24;
23:14, 15,19, 24:6;33:2;
40:22:41:7, 23; 46:5;
75:16;76:16,20;97:8;
98:8;106:6; 114:24, 25;
118:11, 21;126:11;
128:20;144:12

VA 34:11;92:9,93:19
vague 258:6

Valerie 190:1

valid 24:19; 151:5;
305:15

validate 305:12
validated 297.9
validity 271:18, 24
valuable 53:1

value 108:8; 204:25;
275:3,5;309:10;341:13;
354:16

valued 6:23

variability 88:2;95:6;
210:20:213:3, 5
variable 74:14, 18;87:14;
96:12; 207:19;252:8;
263:1, 11; 264:8; 279:19,
20, 23, 24; 292:5; 293:2;
31%:9;316:25;317:14, 21;
325:16;331:1,9;354:19;
355:5

variables 74:4;75:12;
96:18,19, 20, 104:19;
237:25; 251:3; 264:10;
271:25;272:5;292:9;

14;211:14;212:3,10,18;
213:16,17; 254:12; 262:8;
272:10

variations 180:25;336:2
varied 232:10

variety 9:15;11:1; 230:6
various 36:4; 75:23;
83:20; 149:7; 152:9;
198:10; 219:9; 259:12;
275:8;312:25;319:14, 16;
352:10;361:3

vary 211:25; 250:8
varying 213:18
varyingly 262:3
vascular 21:21;22:22;
23:4;39:12;54:4, 21;
55:25;57:25;59:7, 14;
68:2, 4,9, 14, 20;86:25;
116:2
vast 83:1; 281:9
venous 26:5,13;39:12;
115:14
ventricle 264:21;324:23
verified 270:7
versa 210:11
version 171:18; 254:6
versus 18:9;59:7; 78:21,
22;79:11;92:2,3;95:21;
121:17;139:14; 146:5%;
150:19; 193:9; 199:13, 21,
22;200:7; 201:22; 222:7;
224:19;225:1, 17, 226:8,
12;228:13, 20, 229:6;
233:17;239:20, 25; 241:8;
257:22;261:17, 262:25;
263:10; 264:2; 278:6;
279:21;287:3;323:21;
337:8;343:3;347:15
via 17:2
viable 110:18
vice 189:3; 210:11
video 195:23
view 8:18; 10:23; 48:4;
132:22; 140:15; 146:24;
149:2;150:18; 185:17;
196:4, 5;212:22; 215:1;
218:9;238:14; 254:24;
259:23; 260:8; 261:25;
346:3,7
vigilance 54:22;55:14;
95:17
vigilant 44:21;58:4
vineristine 192:7
violations 115:16
virtually 24:1;75:53;
77:16;79:13; 83:11;
103:21; 191:21; 195:17;
2589, 10
virulent 331:25
vis-a-vis 178:13
visceral 339:15

two-month - visceral (34)

Min-U-Scripte Miller Reporting Company (202) 546-6666



Oncologoc Drugs Advisoty Committee

69th Meeting

¥ood and Drug Administration

December 6, 2001

visneranome 346:17
visual 223:20; 225:2;
3133

vital 298:15

vitro 194:21

vivo 194:21

volume 88:24; 204:20

_ volunteer 61:4

vote 6:21;7:16,19;72:4;
141:11;143:11; 153:13,
17;155:19; 156:25; 163:9;
166:4; 167:5,12, 18;
168:13,22;178:18, 23;
179:13; 181:9; 259:21;
341:8,9;342:5, 20, 24;
345:15,16;348:1;349:1;
350:18,19,22;351:5;
352:19:353:18;354:17;
356:17;360:18

voted 166:18;170:12;
350:8,353:9, 22

votes 359:20;361:2,3
voting 174:18;348:18
VP 190:1,2

W

wafer 186:15, 18;188:2,
17,25; 189:5;195:5,7, 10,
16;196:2,7,13;197:11,
14;198:1,8,19;199:14;
200:4,8,12,24;202:2,5,
6,204:21,22; 205:11;
219:19, 25; 221:19; 222:6,
7,23;223:1, 2,22, 224:4,
8,8;225:1,3,12, 14,16,
21,23%;226:2,4,6,7,9,11,
14,19;227:4:2283,6,15,
19;229:5,14, 15,22;
233:11,13,16,17,19,21,
24,25, 234:4, 15,16, 19;
235:2,7, 22,23, 25, 236:1;
246:4,15; 248:18, 20;
249:3,6;254:25; 255:5,
14, 17;: 256:2; 257:10;
285:21;287:1;299:10, 15;
301:19;335:12, 15,
338:16,17;344:1

wafers 186:3;195:19;
197:7,8,15; 199:3;
201:13, 22, 22, 216:20;
232:25; 235:14, 18;
324:24:329:17,19

wait 106:5; 130:17;
350:21;351:12

waiting 306:4

waiver 6:19, 25; 184:16
waivers 6:16; 184:14
walk 87:17

wants 185:23;350:21
warning 44:19;87:7;
146:17:158:7;175:18;

o 176:24

warnings 159:17
warranted 226:22
Washington 325:9

Wasserman 28:4
water 227:2; 228:17;
2499, 11;328:20
watertight 197:18, 24
watery 81:6

way 9:14; 13:5;55:21;
59:15; 60:6; 78:23; 89.7;
101:5, 24; 107:13; 139:19,
24;140:12; 146:15; 147:4;
148:19; 149:25; 150:17;
170:4, 5; 206:4; 209:23,
24;210:7;212:11; 238:5;
243:4, 15,15, 24; 251:16;
252:7,10; 254:17; 256:15;
266:17; 267:23; 274:20;
278:23;310:11, 20;
317:13;319:9;320:1, 3,4,
4,5;323:24,328:3,4, 13;
330:18;331:18;333.7,;
335:9:336:5, 12; 340:23;
348:25;354:10;355:11,
21;360:11

ways 49:18;52:24;61:17;
93:6; 116:20; 155:18;
159:4; 244:10;319:13,17
weak 333:23

weaken 278:22
weaknesses 301:15;
302:5

web 39:3

week 25:23;94:13, 13;
126:8; 167:25;169:25;
170:2

weekly 17:4, 16; 18:20;
19:5; 20:24; 21:11,; 22:14,
23;25:17,27:4,17, 24;
30:8;39:21,40:13;45:11;
46:8,60:11, 21,66:21;
113:1; 123:23; 165:24;
175:6;178:8

weeks 12:1;53:14; 60:21;
94:8:113:1,1,12;116:9;
128:2;162:4; 195:9;
203:18;224:7;341:11
weigh 158:4;299:16
weighed 285:20;302:17
weight 108:9; 147:25
Welcome 344:13
well-balanced 199:9
well-controlled 14:19;
24:7:46:11; 115:9; 188:6;
299:24; 300:10, 12;
342:10, 12,13, 16, 19, 21;
343:2,3,5,18; 3457,
348:6,12;350:16;351:8;
352:10, 12, 13;354:4;
355:15;360:22
well-defined 285:18
well-designed 327:23
well-documented 45:12,
25 110011
well-established 15:24;
34:19

well-executed 327:23
Westfall 237:16

what’s 55:8;90:17;
134:18;170:10;178:14;

258:4; 278:1, 24; 349:16;
351:1

whatsoever 330:20
whenever 37:10; 81:23;
95:1;333:18

whereas 98:16;317:2;
3191

Whereupon 181:22;
361:23 ‘
whimsical 90:20

white 91:2;98:2,3,17
whole 333:4;339:25;
349:22;354:8;360:21
whose 8:10;9:6, 13;
13:17;105:13; 185:9;
231:9

wide 74:4

widely 24:13;33:22;
39:3;192:4

widespread 14:21;
27:10; 128:5

Wilcoxin 276:1,12;
303:19

willing 169:11; 284:10
Willis 11:11, 12, 12; 131,
5

Wilshire 5:22; 183:15
window 117:6

wins 290:21;292:23
wise 12:1

wish 8:10;15:16; 52:6;
185:9;237:5

wished 237:5
withdrawn 138:12
within 7:7; 19:12; 20:8;
22:12, 25;28:16, 20; 29:6,
9:30:20;49:13, 24, 50:23;
51:9,11,22; 52:3,66:20;
78:15; 83:15;90:2; 96:6,
20;99:22,23;109:20;
110:8;116:24;117:2,5,
18;118:8,13,17,23;
120:9,25;121.7,8,16,19;
12%:25;128:17, 20;
131:15; 138:23; 144:18;
165:17; 166:14;172:14;
191:23: 203:18; 207:1, 4,
6,7;211:23;212:1, 24;
213.7;228:1; 23G:21;
231:25;237:2;241:2;
255;11, 13; 298:24; 299:1,
4:311:17;316:%

without 14:23;19:12;
90:16;129:11; 144:18;
145:13;147:7;149:14;
158:1;161:13;174:11;
178:3;220:2; 221:19;
265:17; 276:2; 286:10;
289:14;307:18;308:8;
312:15;324:13

Wittes 189:21

women 97:3,318:1
wonder 102:10; 140:7;
240:15;310:10
wondered 135:20;
258:13; 259:6, 316:22

wondering 73:15; 86:16;
94:25; 261:21

word 15:3;208:7,7;
242:11,17;252:1; 254:15;
316:21,23;317:3, 16;
356:19

wording 179:6

words 86:20; 140:3;
178:4; 238:3; 239:24;
253:20; 255:17; 258:1;
307:3;311:4

work 62:1;86:3; 153:6;
247:19;314:7,22
work-up 55:2

worked 31.6; 108:7;
153:4; 359:21

working 108:12

world 261:25; 267:17
worried 149:19

worry 152:19;177:13;
310:19

worse 71:18;78:13;79:8,
9; 86:14;97:4; 120:6;
133:4; 144:11; 151:12;
152:17;173:5; 194:13;
204:18; 236:25; 237:20;
320:21;332:1

worst 35:12;194:11;
235:11

worth 59:8;69:12; 89:3
worthwhile 286:18
wound 228:22, 22; 230:7,
8,18

write 53:13;70:19
writing 107:7;138:17;
139:8; 164:15

written 7:1; 60:20; 83:6,
12:107:1; 124:10; 170:5;
179:3; 184:17; 209:24;
210:25; 250:21, 301:9;
308:2; 309:19;315:7;
347:9;351:1

wrong 253:12;317:23;
322:24;345:5

wrote 156:4; 252:14;
317:11

X

X316:25
Xeloda 108:1

Y

Y 316:25

year 14:20; 17:20; 43:20;
57:1;102:17; 10722, 23;
114:1; 190:19; 246:14, 20;
286:17

years 11:13;12:9; 16:21,
21;24:10;74:3; 858, 14,
16;87:23;103:16, 107:18;
108:18,19;115:6;127:24;
161:8;175:7; 176:10;
247:8;265:24,342:5

yellow 20:15;41:21
yeses 350:9
yesterday 160:22
York 1837

young 74:16; 100:19;
162:2

younger 75:4; 867,
176:14;237:1

y /

Z316:25
zero 101:9, 10; 154:9;
157:19;173:9

Miller Reporting Company (202) 546-6666 Min-U-Script®

35)

visneranome - Zero



